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154) rule: SUBSTITLTED 2-ANILINOPYRIMIDINES USEFUL AS PROTEIN KINASE INHIBITORS 
<57) Abstmcl 

Compounds of general formula ( I) are described 
herein R* a hydrogen or halogen atom or an op- 
tionally subsiitued straight or branched chain alkyl. 
alken yl or alkynyl group or a group selected from hy- 
droxyl ( OH), substituted hydroxy!, thiol (-SH). sub- 
stituted thiol, amino (•NH2). or substituted amino; R^ 
and R \ which may be the same or different, is each an 
optionally substituted straight or branched chain alkyl. 
alkenyl or alkynyl group; R^ is a hydrogen atom or 
a straight or branched chain alkyl group; R^ is a hy- 
drogen atom or an optionally subsltiutcd straight or 
branched chain alkyl. alkenyl or alkynyl group; R^ is 
a hydrogen or halogen atom or an amino (-NH2). sub- 
stituted amino, nitro. carboxyl (-CO2H) or estcrified 
carboxyl group or a group -X'-R^a where XMs a direct 
bond or a linker atom or group and R^^ \^ 3^ optionally 
substituted straight or branched chain alkyl, alkenyl or 
alkynyl group; X is a direct bond or a linker atom 
or group; R'' is an optionally substituted aliphatic, cy- 
cloaliphatic, hetcroaliphaiic, hcicrocycloaliphatic, aro- 
matic or heteroaromatic group; and the salts, solvates, 
hydrates and N-oxidcs thereof. The compounds arc 
selective protein kinase inhibitors, particularly the ki- 
nases p56'<^^ p59fy". ZAP.70 and protein kinase C and 
are of use in the prophylaxis and treatment of im- 
mune diseases, hyperproliferative disorders and other 
diseases in which inappropriate protein kinase action 
is believed to have a role. 
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SUBSTITUTED ?-ANII INOPYRHUIiniMPc useful ppotfim 

KINASE IMHIRiTnpc 

5 This invention relates to substituted 2-anillnopyrimidines. to processes for 
their preparation, to pharmaceutical compositions containing them, and to 
their use in medicine. 

Protein kinases participate in the signalling events which control the 
10 activation, growth and differentiation of cells in response to extracellular 
mediators and to changes in the environment. In general, these kinases 
fall into two groups; those which preferentially phosphorylate serine 
and/or threonine residues and those which preferentially phosphorylate 
tyrosine residues [Hanks. S K. Hunter T, FASEB. J. 576-596 (1995)] 
The serine/threonine kinases include for example, protein kinase C 
isoforms [Newton A C. J. Biol. Chem. m, 28495-28498 (1995)] and a 
group of cyclin-dependent kinases such as cdc2 [Pines J Trends in 
Biochemical Sciences 18, 195-197(1995)]. The tyrosine kinases include 
membrane-spanning growth factor receptors such as the epidermal growth 
factor receptor [Iwashita S and Kobayashi M. Cellular Signalling 4 123- 
132 (1992)]. and cytosolic non-receptor kinases such as p56'ck psgfyn 

ZAP-70 and csk kinases [Chan C^/Ann. Rev. Immunol 12 555-592 
(1994)]. — 



15 



20 



25 



30 



35 



Inappropriately high protein kinase activity has been implicated in many 
diseases resulting from abnomial cellular function. This might arise either 
directly or indirectly, for example by failure of the proper control 
mechanisms for the kinase, related for example to mutation 
overexpression or inappropriate activation of the enzyme- or by over- or 
underproduction of cytokines or growth factors also participating in the 
transduction of signal upstream or downstream of the kinase In all of 
these instances, selective inhibition of the action of the kinase might be 
expected to have a beneficial effect. 

We have now found a series of substituted 2-anilinopyrimidines which are 
potent and selective inhibitors of protein kinases, especially the kinases 
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P56<ck. p59fyn, ZAP-70 and protein kinase C. The compounds are thus of 
use in the prophylaxis and treatment of immune diseases hyper- 
prol.ferat.ve disorders and other diseases in which inappropriate protein 
kinase action is believed to have a role. 

Thus, according to one aspect of the invention, we provide a compound of 
formula (1): 



10 



15 



20 




(1) 



wherein Ri Is a hydrogen or halogen atom or an optionally substituted 
straight or branched chain alkyl. alkenyl or alkynyl group or a group 
selected from hydroxyl (-0H). substituted hydroxy!, thiol (-SH) 
substituted thiol, amino (-NH2). or substituted amino; 
R2 and R3. which may be the same or different, is each an optionally 
substituted straight or branched chain alkyl. alkenyl or alkynyl group; 
R4 is a hydrogen atom or a straight or branched chain alkyl group; 
R5 is a hydrogen atom or an optionally substituted straight or branched 
chain alkyl, alkenyl or alkynyl group; 

R6 is a hydrogen or halogen atom or an amino (-NH2). substituted amino 
nitro. carboxyl (-CO2H) or esterlfled carboxyl group or a group -Xi-R6a 
where Xi is a direct bond or a linker atom or group and R6a is an 
optionally substituted straight or branched chain alkyl. alkenyl or alkynyl 
group; 

25 X Is a direct bond or a linker atom or group; 

is an optionally substituted aliphatic, cycloaliphatic. heteroaliphatic. 
heterocycloaliphatic, aromatic or heteroaromatic group; 
and the salts, solvates, hydrates and N-oxides thereof. 
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Halogen atoms represented by the group Ri and/or R6 in compounds of 
fonnula (1) include for example fluorine, chlorine, bromine or iodine atoms. 

5 When Ri, R2, R3, r5 and/or R6a is an optionally substituted straight or 
branched chain alkyi, alkenyl or alkynyl group each of said groups may 
independently be an optionally substituted straight or branched chain Ci-e 
alkyl. e.g. Ci-aalkyl, C2-6 alkenyl, e.g. C2-4 alkenyl, or C2-6 alkynyl, e.g. 
C2-4 alkynyl group. Particular examples of such groups include optionally 

10. substituted -CH3, -CH2CH3. -(CH2)2CH3, -CH(CH3)2, -(CH2)3CH3 
-CH(CH3)CH2CH3. -CH2CH(CH3)2. -C(CH3)3. -(CH2)4CH3, -(CH2)5CH3. 
-CHCH2, -CHCHCH3. -CH2CHCH2, -CHCHCH2CH3. -CH2CHCHCH3. 
-(CH2)2CHCH2. -CCH. -CCCH3. -CH2CCH. -CCCH2CH3. -CH2CCCH3, or 
-(CH2)2CCH groups. The optional substituents which may be present on 

15 these groups include one, two, three or more substituents selected from 
halogen atoms, e.g. fluorine, chlorine, bromine or iodine atoms, or 
hydroxyl, d-e alkoxy, e.g. methoxy or ethoxy, thiol. Ci-e alkylthio e.g. 
methylthio or ethylthio. amino. Ci.b alkylamino. e.g. methylamino or 
ethylamino, or Ci.e dialkylamino. e.g. dimethylamino or. diethylamino 

20 groups. 

Substituted hydroxyl groups represented by the group Ri in compounds of 
formula (1) include -0R8 groups where R8 is an optionally substituted 
straight or branched C1-6 alkyl, e.g. methyl or ethyl, C2-6 alkenyl. e.g. allyl. 
25 or C2-6 alkynyl, e.g. ethynyl group. The optional substituents which may 
be present on these groups include a phenyl group and/or one, two. three 
or more of the atoms or groups described above in relation to substituents 
present on alkyl groups represented by R1 . 

30 Substituted thiol groups represented by the group Ri include -SR^ 
groups, wherein R8 Is as just defined. 

When R1 and/or R6 is a substituted amino group it may be for example a 
-NHR9 or -NR9R10 group where R9 and Rio, which may be the same or 
35 different, is each a group -R8 or -C0R8 where R8 is as just defined. 



97/19065 



PCT/GB96/02854 



Estenfied carboxyl groups represented by the group R6 include groups of 
formula -COaAIki wherein -COsAIki is as defined hereinafter in 
connection with esterified carboxyl groups represented by the group Ri3. 

Linker atoms represented by X or X1 in compounds of fomiula (1) include 
-0- or -S- atoms. When X or X1 is a linker group it may be for example a 
-C(0)-. -C(S)-. .S(0)-. -S(0)2-. -N(R11)- [where Rii is a hydrogen atom or 
a Ci.6 alkyl. e.g. methyl or ethyl, group], -CON{Rii)-. -OC(0)NrRii^ 
-CSN(R11)-, -N(R11)C0-. -N(R11)C(0)0-. -N(R11)CS-, -SON(RiiV 
-S02N(R11). -N(R11)S02-. -N(Rii)CON(Rn).. -N(R1 1 )CSN(Rii)- 
-N(R11)S0N(R11)- or -N(R11)S02N(R11) group. 

When R7 in compounds of formula (1) is an optionally substituted aliphatic 
or cycloahphatic group it may be an optionally substituted C, io aliphatic 
or C3.10 cycloaliphatic group. Particular examples include optionally 
substituted straight or branched chain C1.6 alkyl. C2-6 alkenyl, or s 
alkynyl groups or optionally substituted Ca-iocycloalkyl. Ca-^ocycloalkenyl 
orCs-iocycloalkynyl groups. 

Heteroaliphatic or heterocycloaliphatic groups represented by R7 include 
the aliphatic or cycloaliphatic groups just described but with each group 
additionally containing one. two, three or four heteroatoms or heteroatom- 
containing groups. Particular heteroatoms or groups include atoms or 
groups -X2- where X2 is as defined above for X when X is a linker atom or 
group. 

Aromatic groups represented by R7 in compounds of formula (1) include 
for example optionally substituted monocyclic or bicyclic fused ring Ce 12 
aromatic groups, such as optionally substituted phenyl, 1- or 2-naphthyl, l- 
or 2-tetrahydronaphthyl, indanyl or indenyl groups. 

Heteroaromatic groups represented by R7 include optionally substituted 
C1.9 heteroaromatic groups containing for example one, two, three or four 
heteroatoms selected from oxygen, sulphur or nitrogen atoms. In general 
the heteroaromatic groups may be for example monocyclic or bicyclic 
fused ring heteroaromatic groups. Monocyclic heteroaromatic groups 
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include for example five- or six-membered heteroaromatic groups 
containing one. two, three or four heteroatoms selected from oxygen 
sulphur or nitrogen atoms. BIcyclic heteroaromatic groups include for 
example nine- to thirteen-membered fused-ring heteroaromatic groups 
5 containing one. two or more heteroatoms selected from oxygen, sulphur or 
nitrogen atoms. 

In general, when R7 is a heteroaliphatic. heterocycloaliphatic or 
heteroaromatic group it is attached to the remainder of the molecule of 
10 formula (1) through any available heteroatom or group or. preferably 
carbon atom. 



15 



20 



. Particular examples of R7 aliphatic groups include those alkyi alkenyl or 
alkynyl groups specifically described above in relation to the groups Ri 
R2. R3. R5 and R6. Each of these groups may be optionally substituted' 
and/or optionally interrupted by one or two heteroatoms or heteratom- 
containing groups represented by -X2- [where X2 is as previously defined] 
to yield particular examples of R7 optionally substituted aliphatic or 
heteroaliphatic groups. 

Particular examples of R7 cycloaliphatic and heterocycloaliphatic groups 
include optionally substitued cyclopropyl. cyclobutyl. cyclopentyl 
cyclohexyl. cycloheptyl. 2-cyclobuten-l-y|. 2-cyclopenten-l-yl 3- 
cyclopenten-1-yl. 2.4-cyclopentadien-l-y|. 3.5.-cyclohexadien-1-y| 
pyrrol.ne. e.g. 2- or 3-pyrrolinyl. pyrrolidinyl. dioxolanyl. e.g. 1 .3-dioxolanyl' 
imidazolinyl. e.g. 2-imidazolinyl, imidazolidinyl. pyrazolinyl e g 2 
pyrazolinyl. pyrazolidinyl. pyranyl. e.g. 2- or 4-pyranyl. piperidinyl 1 4- 
dioxanyl. morpholinyl, 1 ,4-dithianyl, thiomorpholinyl. piperazinyl 135 
tr.th.anyl, oxazinyl, e.g. 2H-1.3-. 6H-1,3-, 6H-1.2-. 2H-1.2- or 4H-1 4- 
oxaz,nyl. 1 .2.5-oxathia2inyl. isoxazinyl. e.g. o- or p-isoxazinyl. oxathiazinyl 
e.g. 1 ,2.5 or 1 .2,6-oxathiazinyl. or 1 .3.5.2-oxadiazinyl groups. 

Examples of heteroaromatic groups represented by R7 include optionally 
subst.tuted pyrrolyl. furyl. thienyl, imidazolyl. N-methylimidazolyl N-ethyl- 
35 .midazolyl. oxazolyl. isoxazolyl. thiazolyl, isothiazolyl, pyrazolyl 
1.2.3-triazolyl. 1 .2.4-tria2olyl. 1.2.3-oxadiazolyl. 1 .2.4-oxadiazolyl' 



25 



30 
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1,2,5-oxadia2olyl. 1 ,3.4-oxadia2olyl. 1.3.4-thiadia2ole. pyridyl. pyrimidinyl 
pyridazinyl. pyrazinyl. 1.3.5-triazinyl. 1 ,2.4-triazinyl. 1,2.3-triazinyl.' 
benzofuryl. [2.3-dihydro]benzofuryl, isobenzofuryl, benzothienyl! 
benzotriazolyl. isobenzothienyl. indolyl. isoindolyl. benzimidazolyl,' 
5 imidazo[1,2-a]pyridyl. benzothiazolyl, benzoxazolyl, benzopyranyl, [3,4. 
djhydro]benzopyranyl, quinazolinyl, naphthyridinyl. pyrido[3.4-b]p'yridyl 
pyrido(3,2-b]pyridyl, pyrido[4,3-b]pyridyl. quinolinyl. isoquinolinyl. tetrazolyl! 
5.6.7,8-tetrahydroquinolinyl. 5,6,7,8-tetrahydroisoquinolinyl, and imidyl." 
e.g. succinimidyl. phthalimidyl. or naphthalimidyl such as 1,8- 
10 naphthalimidyl. 

Optional substituents which may be present on any of the above R7 
groups in compounds of formula (1) include one. two, three or more 
substituents, each represented by the group RI2. The substituent R12 

15 may be selected from an atom or group Ri3 ©r -Alk(Ri3)^, vvhere R13 jg a 
halogen atom, or an amino (-NH2). -NHRi^ [where Ri4 is an -Alk(Ri3)rT,. 
heterocycloalkyl. -Alk-heterocycioalkyl. aryl or heteroaryl group]. -N{B^^')2 
(where each Ri4 group is the same or different], nitro, cyano, hydroxy! 
(-0H). formyl. carboxyl (-CO2H). esterified carboxyl thiol (-SH) 

20 -SR14. -C0R14. -CSR14. -SO3H. -SO2R14. .SO2NH2, -SO2NHR14' 
S02N[R14]2, -CONH2. -CSNH2, -C0NHR14. -CSNHR14. .C0N[R14]2' 
-CSN[R14]2, -NHSO2H. -NHSO2RI4. -N[S02R14]2. -MHSO2NH2' 
-NHSO2NHR14. -NHS02N[R14]2. -NHC0R14. -NHCONH2. -NHC0NHR14 
-NHCON[Ri4]2. -NHCSR14, -NHCSNHg. -NHCSNHR14. -NHCSN[R14]2.' 

25 -NHC(0)0R14, or an optionally substituted cycloalkyi aryl or heteroaryl 
group; or R12 may be an optionally substituted heterocycloalkyl or -Alk- 
heterocycloalkyl group provided that when R12 js a heterocycloalkyl group 
X in compounds of the invention is either a linker atom or group, or X is a 
bond and R7 is an optionally substituted aliphatic, cycloaliphatic 

30 heteroaliphatic, heterocycloaliphatic, aromatic or heteroaromatlc group 
other than a pyridyl group; Alk is a straight or branched C^.e alkylene, Cg-e 
alkenylene or C2-6 alkynylene chain, optionally interrupted by one two or 
three -O- or -S- atoms or S-(0)-, -S(0)2- or -N(R11). groups; and m is 
zero or an integer 1 , 2 or 3. 

35 
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When in the group -Alk(Ri3)^ m is an integer 1. 2 or 3 it is to be 
understood that the substituent or substituents R13 may be present on any 
suitable carbon atom in -Alk. Where more than one Ri3 substituent is 
present these may be the same or different and may be present on the 
same or different atom in -Alk or in R7 as appropriate. Thus for example 
R7 may represent a -CH(Ri3)2 group, such as a -CH(OH)Ar group where 
Ar IS an aryl or heteroaryl group as defined below. Clearly, when m is zero 
and no substituent Ri3 is present the alkylene. alkenylene or aikynylene 
Cham represented by Alk becomes an alkyl. alkenyl or alkynyl group. 

When R13 is a halogen atom it may be for example a fluorine, chlorine 
bromine, or iodine atom. 

Esterified carboxyl groups represented by the group R13 include groues of 
formula -CO^Alk^ wherein Alki is a straight or branched, opt.onally 
substituted Ci.8 alkyl group such as a methyl, ethyl, n-propyl i-propvl 
n-butyl. i-butyl. s-butyl or t-butyl group; a Ce-iaarylCealkyl group such as 
an optionally substituted benzyl, phenylethyl. phenylpropyl. i-naphthyl- 
methyl or 2-naphthylmethyl group; a Ce-i^aryl group such as an optionally 
substituted phenyl, l-naphthyl or 2-naphthyl group; a Ce-iaaryloxyC, salkyi 
group such as an optionally substituted phenyloxymethyl. phenyloxyethyl 
1-naphthyloxymethyl. or 2-naphthyloxymethyl group; an optionally 
substituted Ci.8alkanoyloxyCi.8alkyl group, such as a pivaloyloxymethyl 
propionyloxyethyl or propionyloxypropyl group; or a Ce-i^aroyloxyC, ealkyi 
group such as an optionally substituted benzoyloxyethyl or benzoyl- 
oxypropyl group. Optional substituents present on the Alki group include 
Ri3 substituents described above. 



30 



35 



When Alk is present in or as a substituent Ri2 j, ^ay be for example a 
methylene, ethylene, n-propylene. i-propylene, n-butylene. i-butylene 
s-butylene. t-butylene. ethenylene. 2-propenylene. 2-butenylene' 
3-butenylene. ethynylene. 2-propynylene. 2-butynylene or 3-butynylene 
Cham, optionally interrupted by one. two. or three -O- or -S- atorns or 
-S(0)-. -S(0)2- or -N(R1 1)- groups ' 
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Optionally substituted cycloalkyi groups represented by the group Ri3 
include optionally substituted C5.7 cycloalkyi groups such as optionally 
substituted cyclopentyl or cyclohexyl groups. 

HeterocycloalkyI groups represented by the group R12 or Ri 4 include 
optionally substituted heteroCa ecycioalkyl groups containing one or two 
oxygen, sulphur or nitrogen atoms. Particular examples of such groups 
include optionally substituted azetidinyl pyrrolidinyl, piperidinyl. piperazinyl, 
homopiperazinyl, morpholinyl or thiomorpholinyl groups. The heterocyclo- 
alkyl group may be attached to the remainder of the molecule through any 
of its ring carbon atoms, or where present, ring nitrogen atom. Where the 
group R12 is an -Alk-heterocycloalkyI group. Aik may be as defined above 
and the heterocycloalkyi portion may be as just defined! attached to Alk 
through any of its ring carbon atoms, or where present, ring nitrogen atom. 

Optional subsituents which may be present on R12. ri3 ri4 cycloalkyi 
or heterocycloalkyi groups include one or two Ci.g alkyl. e.g. methyl or 
ethyl, hydroxyl (-OH) hydroxyCi.ealkyI, e.g. hydroxymethyl or hydroxyethyl. 
or C1.6 alkoxy. e.g. methoxy or ethoxy groups. The substituent(s) may be 
20 present on any available ring carbon or nitrogen atom as appropnate. 

Aryl and heteroaryl groups represented by the groups Ri3 or Ri" include 
for example optionally substituted monocyclic or bicyclic 05-12 aromatic 
groups, or C1.9 heteroaromatic groups such as those described above in 
25 relation to the group R7. 

Particularly useful atoms or groups represented by R12 include fluorine, 
chlorine, bromine or iodine atoms, or Ci.ealkyl. Ci-e alkylamino d 
ehydroxyalkyl. Ci.ealkylthiol. Cealkoxy. hydroxyCi .galkoxy. aminoG,. 

30 ealkoxy, Ci.ealkylaminoCi-ealkoxy. Ci-edialkylaminoCealkoxy. optionally 
substituted C5-7cyclo-alkoxy. optionally substituted Cs.ycycloalkyI, 
optionally substituted Cs-ycycloalkylamino, haloCi-ealkyl. haloCi-ealkoxy,' 
Ci-ealkylamino, amino (-NH2). aminoCi.ealkyl. Ci.edialkylamino. 
hydroxyCi-6 alkylamino. aminoCi.ealkylamino, Ci.ealkylaminoCt 

35 ealkylamino, Ci-edialkylaminoCi-ealkylamino. Ci-ealkylaminoCi.e 
dialkylamino, Ci-edialkylaminoCi-edialkylamino, nitro, cyano. hydroxyl (- 
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OH), formyl (HC(0)-]. carboxyl (.CO2H). -CH2CO2H, .OCH2CO2H. 
-C02Alk"' (where Alk^ is as defined above], -CH2C02Alki, Ci. 
ealkoxycarbonylCi-ealkoxy. Ci-e alkanoyi, optionally substituted phenyl Ci. 
ealkanoyi, thiol (-SH), thIoCi.ealkyl. -SC(NH)NH2, sulphonyl (-SO3H), Ci. 
5 ealkylsulphonyl, optionally substituted phenylsulphonyl. aminosulphonyl 
(-SO2NH2), Ci-ealkylaminosulphonyl, Ci-edialkylaminosulphonyi. optionally 
substituted phenylamino-sulphonyl, carboxamido (-CONH2), Ci.ealkyl- 
aminocarbonyl, Ci.edialkylaminocarbonyl, optionally substituted 
phenylaminocarbonyl, aminocarbonylmethyl, C, .ealkylaminocarbonyl- 
IO methyl, optionally substituted benzylamlnocarbonylmethyl, -NHC(S)NH2 
sulphonylamino (-NHSO2H). Ci-ealkylsulphonylamino. Ci-edialkyl- 
sulphonylamino, optionally substituted phenylsuiphonylamino, amino- 
sulphonylamino (-NHSO2NH2), Ci-ealkylaminosulphonylamino. Ci.gdialkyl- 
aminosulphonylamino. optionally substituted phenylaminosulphonylamino, 
15 aminocarbonylamino. Ci-ealkylaminocarbonylamino Ci.edialkylamino- 
carbonylamino, phenylaminocarbonylamino, Cvealkanoylamino. aminoCve 
alkanoylamino, optionally substituted pyridylcarboxyamino, Ci.ealkanoyl- 
aminoCi-ealkyl, C1.6 alkoxycarbonylamino, optionally substituted heteroCa- 
ecycloalkyf, piperidinyl, piperazinyl, 4-methyl-piperazinyl, homopipeprazinyl. 
20 or morpholinyl. optionally substituted heteroCa-ecycloalkylCLealkyl. 
piperidinylCi-ealkyl. piperazinylCi-ealkyl or morpholinylCvealkyl. optionally 
substituted heteroCa-ealkylCi-ealkylamino. optionally substituted heteroCa- 
ecycloalkylamino. tetrazolyl, optionally substituted phenylamino. optionally 
substituted benzylamino, optionally substituted benzyloxy, or optionally 
25 substituted pyridiylmethylamino group. 

Where desired, two R12 substituents may be linked together to form a 
cyclic group such as a cyclic ether, e.g. a Ci-ealkylenedioxy group such as 
a methylenedioxy or ethylenedioxy group. 

30 

Especially useful R12 substituents include for example fluorine, chlorine, 
bromine or iodine atoms, or a methylamino, ethylamino, hydroxymethyl. 
hydroxyethyl, methylthiol, ethylthiol. methoxy. ethoxy, n-propoxy, 2- 
hydroxyethoxy, 3-hydroxypropoxy. 4-hydroxybutoxy, 2-aminoethoxy. 3- 
35 aminopropoxy. 2-(methylamino)ethoxy, 2-(dimethylamino)ethoxy. 3- 
(dimethylamino)propoxy, cyclopentyloxy, cyclohexyl. cyclohexylamino. 2- 
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hydroxycyclohexylamino. trifluoromethyl, trifluoromethoxy. methylamino, 
ethylamino. amino (-NH)2, aminomethyl, aminoethyl, dimethylamino. 
diethylamino. ethyl(methyl)amino. propyl(methyl)amino, 2-hydroxyethyl- 
amino, 3-hydroxypropylamino, 4-hydroxybutylamino. 2-aminoethylamino. 3- 
5 aminopropylamino, 4-aminobutylamino. 2-(methylamino)ethylamino, 2- 
(ethylamino)ethylamino. 2-(i-propylamino)ethylamino, 3-(i-propylamino)- 
propylamino, 2-(dimethylamino)ethylamino, 3-(dimethylamino)propylamino. 
2-(die1hylamino)ethylamino, 3-{diethylamino)propyiamino. 2-(methylamino)- 
elhyl(methyi)amino, 3-(methylamino)propyl(methyl)amino. 2-(dimethyl- 

10 amino)ethyl(methyl)amino. 2-(dimethylamino)ethyl(ethyl)amino. nitro, 
cyano. hydroxyl (-OH). formyl [HC(0)-], carboxyl (-CO2H), -CH2CO2H -- 
OCH2CO2H. -CO2CH3, -CO2CH2CH3. -CH2.CO2CH3. -CH2CO2CH2CH3, 
-CH2C02CH2phenyl. t-butoxycarbonylmethoxy, acetyl, phenacetyl. thio 
(-SH). thiomethyl. thioethyl, -SC(.NH)NH2, sulphonyl (-SO2H), 

15 methyisulphonyl, methylaminosulphonyl. ethylaminosulphonyl. dimethyl- 
aminosulphonyl, diethylaminosulphonyl, carboxamido (-CONH2). methyl- 
aminocarbonyl, ethylaminocarbonyl, dimethylaminocarbonyl, diethylamino- 
carbonyl. methylamlnocarbonylmethyl, -NHC(S)NH2, sulphonylamino 
{-NHSO2H). methylsulphonylamino ethylsulphonylamino. dimethyl- 

20 sulphonylamino, diethylsulphonylamino. sulphonylamino (-HHSO2NH2). 
methylaminosulphonylamino. ethylaminosulphonylamino, dimethylamino- 
sulphonylamino. diethylaminosulphonylamino. methylaminocarbonylamino. 
ethylaminocarbonylamino. dimethylamlnocarbonylamino diethylamino^ 
carbonylamino, acetylamino. aminomethylcarbonylamino. acetylamino- 

25 methyl, methoxycarbonylamino, ethoxycarbonylamino. t-butoxycarbonyl- 
amino. pyrrolidinyl, piperidinyl. piperazinyl. 4-methylpiperazlnyl, 
homopipeprazinyl, morpholinyl. pyrrolidinylCi.6alkyl, piperidinylCi.ealkyi! 
piperazinylCi-ealkyi, morpholinylCi-ealkyl. 2-pyrrolldinylethylamino, 2-(1- 
methylpyrrolidinyl)ethylamino. 1 -ethylpyrrolldinylmethylamino. piperidlnyl- 

30 amino, 1-benzylpiperidinylamino, 4-(methoxy)phenylamino. 4-(3-hydroxy- 
propyl)phenylamino. benzylamino, benzyloxy, pyridlylmethylamino group. 

It will be appreciated that where two or more R12 substituents are present, 
these need not necessarily be the same atoms and/or groups 

35 



WO 97/19065 



PCT/GB96A)28S4 



11 



The presence of certain substituents in the compounds of formula (1 ) may 
enable salts of the compounds to be formed. Suitable salts include 
pharmaceutically acceptable salts, for example acid addition salts derived 
from inorganic or organic acids, and salts derived from inorganic and 
5 organic bases. 

Acid addition salts include hydrochlorides, hydrobromides, hydroiodides. 
alkylsulphonates, e.g. methanesulphonates, ethanesulphonates. or 
isethionates. arylsulphonates. e.g. p-toluenesulphonates. besylates or 
10 napsylates. phosphates, sulphates, hydrogen sulphates, acetates, 
trifluoroacetates, propionates, citrates, maleates, fumarates, malonates, 
succinates, lactates, oxalates, tartrates and benzoates. 

Salts derived from inorganic or organic bases include alkali metal salts 
15 such as sodium or potassium salts, alkaline earth metal salts such as 
magnesium or calcium salts, and organic amine salts such as morpholine, 
piperidine, dimethylamine or diethylamine salts. 

Particularly useful salts of compounds according to the invention include 
20 pharmaceutically acceptable salts, especially acid addition 
phamiaceutically acceptable salts. 

It will be appreciated that depending on the nature of the substituents Ri- 
R3 and R5 - R? ,he compounds of formula (1) may exist as geometrical 
25 isomers and/or may have one or more chiral centres so that enantiomers 
or diasteromers may exist. It is to be understood that the invention 
extends to all such isomers of the compounds of formula (1). and to 
mixtures thereof, including racemates. 

30 In one class of compounds of formula (1) the groups Ri, R2, r3_ r4 rs 
R7 and X are as defined for fomiula (1 ), as is the group R6 except it Is not 
an amino, substituted amino, nitro, carboxyl or esterified carboxyl group. 

One particular class of compounds according to the invention has the 
35 fomiula (1) wherein R2 and R3 is each an optionally substituted methyl or 
ethyl group. Particular examples of groups of these types include methyl 
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ethyl, halomethyl. e.g. -CH2F. -CH2CI. -CHF2. -CHCI2. -CF3. -CCI3 or 
haloethyl groups. In general however. R2 and R3 is each preferably a 
methyl group. In connpounds of this class and In general in compounds of 
formula (1) R1 may in particular be an optionally substituted methoxy 
group. Particular examples of such R1 groups include -OCH2F -OCH2CI 
-OCHF2. -OCHCI2. -OCF3. -OCCI3 or. especially, methoxy groups. 

In a further preferred class of compounds of formula (1) R4 is preferably a 
hydrogen atom. 

The groups R5 and R6 in compounds of formula (1) are each preferably a 
hydrogen atom. 

In yet another preference. X in compounds of formula (1) is a direct bond 
an oxygen or sulphur atom or a -N(R11)- group. Especially useful 
compounds of this type are those whereinX is a direct bond, a sulphur 
atom or a -N(R11 )., particularly a -NH-, group. 

R7 in compounds of formula (1) is preferably an optionally substituted 
20 aromatic or heteroaromatic group. 

A further class of compounds according to the invention has the formula 
1(a): 



15 



25 



OCH 




Wherein R5 and R6 are as defined for formula (1). X is a direct bond an 
oxygen or sulphur atom, or a group -N(Rii)- and R? is an optionally 
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substituted aromatic or heteroaromatic group, and the salts, solvates, 
hydrates and N-oxides thereof. 

In these compounds. R5 is preferably a hydrogen atom. R6 is preferably a 
group -XiR6a where X1 is as defined for formula (1) and R6a js an 
optionally substituted straight or branched chain alkyi group, or R6 is 
especially a hydrogen atom. 

X in compounds of formula (la) is preferably a direct bond, a sulphur 
atom, or a -N(R1^)- group, particularly a -NH-group. 

The aromatic or heteroaromatic R7 group in compounds of formulae (1) or 
1(a) in general may be as defined previously for compounds of formula 
(1). In one preference, however, R7 is an optionally substituted phenyl. 1- 
or 2-naphthyl or heteroaromatic group containing one or two oxygen, 
sulphur and/or nitrogen atoms. Thus in particular R7 may be an optionally 
substituted phenyl, 1- or 2-haphthyl. pyrrolyl, furyl. thienyl, indolyl. 
pyrazolyl. thiazolyl, [2.3-dihydro]benzofuryl. benzothiazolyl. 2-pyridyl. 3- 
pyridyl or 4-pyridyl group. Particularly useful groups include optionally 
substituted phenyl. 2-pyridyl. 3-pyridyl or 4-pyridyl groups. The aromatic 
or heteroaromatic group may in particular .be attached to the remainder of 
the compound of fonmula (1) through any available ring carbon atom. 

In general, the optional substituents which may be present on aromatic or 
heteroaromatic R7 groups in compounds of formulae (1) or (la) include 
one. two. or three Ri2 substituents as generally and particularly described 
above and hereinafter in the Examples. Particularly useful R12 
substituents include -NHR14, -AlkNHa, -AlkNHRi4_ .0R14, -AlkC02H or 
-AlkC02Alki groups where R14, Alk and Alki are as generally and 
particularly defined above. Useful members of these substituents include 
those wherein W/* is an -Alk. -AlkNHg or -Alk-heterocycloalkyI group. In t 
hese. and the other preferred substituents just mentioned, Alk and Alki 
when present is each preferably a Ci-ealkyl group. 



Particularly useful compounds according to the invention include: 
N,N'-Bis(3.4.5-Trimethoxyphenyl)-2,4-pyrimidinediamine; 
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4-(2-(2-Dimethylaminoethylamino)pyridin-5-yl)-N-(3,4,5-trimethoxyphenyl)- 
2-pyrimidineamine; 

4-(2-(4-Hydroxybutylamino)pyridin-5-yl)-N-(3,4,5-trimethoxyphenyl)-2- 
pyrimidineamine; 

5 4-{3-(3-Aminopropoxy)phenyl)-N-(3,4,5-trimethoxyphenyl)-2-pyrimidine- 
amine; 

N4-(3,4-Dimethoxyphenyl)-N2-(3,4,5-trimethoxyphenyl)-2,4-pyrlmidinedi- 
amine; 

4-(4-(2-Hydroxyethoxy)phenyl)-N-(3.4,5-trimethoxyphenyl)-2-pyrimidine- 
10 amine; 

4-(2-(3-(Morpholino)propylamino)pyridin-5-yl)-N-(3.4,5-trimethoxyphenyl)- 
2-pyrimidlneamine; 

4-(2-(2-(1-Methylpyrrolidin-2-yl)ethylamino)pyridin-5-yl)-N-(3.4.5- 
trimethoxyphenyl)-2-pyrimidineamine; 

15 N4-(4-{Ethoxycarbonylmethyl)phenyl)-N2-(3.4.5-trimethoxyphenyl)-2.4- 
pyrimidinediamine; 

N4-(4-Hydroxyphenyl)-N2-{3,4.5-trimethoxyphenyl)-2,4-pyrimidinediamine 
and 

N4-(4-(3-Aminopropoxy)phenyl)-N2-(3,4,5-trimethoxyphenyl)-2.4. 
20 pyrimidinediamine; 

and the salts, solvates, hydrates and N-oxides thereof 

Compounds according to the Invention are potent and selective inhibitors 
of protein kinases as demonstrated by differential inhibition of enzymes 
25 such as EGFr kinase. p56'ck kinase, ZAP-70 kinase, Csk kinase and 
p59'y" kinase. The ability of the compounds to act in this way may be 
simply determined by employing tests such as those described in the 
Examples hereinafter. 

30 The compounds according to the invention are thus of particular use in the 
prophylaxis and treatment of diseases in which inappropriate protein 
tyrosine kinase action plays a role, for example in autoimmune diseases 
such as rheumatoid arthritis, multiple sclerosis, and systemic lupus 
erythematosus, in transplant rejection, in graft v host disease, in 

35 hyperproliferative disorders such as tumours, psoriasis, in pannus 
formation in rheumatoid arthritis, restenosis following angioplasty and 
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atherosclerosis, and in diseases in which cells receive pro-inflammatory 
signals such as asthma, inflammatory bowel disease and pancreatitis. 

For the prophylaxis or treatment of disease the compounds according to 
5 the Invention may be administered as pharmaceutical compositions, and 
according to a further aspect of the Invention we provide a pharmaceutical 
composition which comprises a compound of fomiula (l) together with one 
or more pharmaceutically acceptable carriers, excipients or diluents. 

10 Pharmaceutical compositions according to the invention may take a form 
suitable for oral, buccal, parenteral, nasal, topical or rectal administration, 
or a form suitable for administration by inhalation or insufflation. 

For oral administration, the pharmaceutical compositions may take the 
15 form of, for example, tablets, lozenges or capsules prepared by 
conventional means with pharmaceutically acceptable excipients such as 
binding agents (e.g. pregelatlnised maize starch, polyvinylpyrrolidone or 
hydroxypropyl methylcellulose); fillers (e.g. lactose, microcrystalline 
cellulose or calcium hydrogen phosphate); lubricants (e.g. magnesium 
20 stearate. talc or silica); disintegrants (e.g. potato starch or sodium 
glycollate); or wetting agents (e.g. sodium lauryl sulphate). The tablets 
may be coated by methods well known in the art. Liquid preparations for 
oral administration may take the form of. for example, solutions, syrups or 
suspensions, or they may be presented as a dry product for constitution 
25 with water or other suitable vehicle before use. Such liquid preparations 
may be prepared by conventional means with pharmaceutically acceptable 
additives such as suspending agents, emulsifying agents, non-aqueous 
vehicles and preservatives. The preparations may also contain buffer 
salts, flavouring, colouring and sweetening agents as appropriate 

30 

Preparations for oral administration may be suitably formulated to give 
controlled release of the active compound. 

For buccal administration the compositions may take the form of tablets or 
35 lozenges formulated in conventional manner. 
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15 



The compounds for formula (1) may be formulated for parenteral 
administration by injection e.g. by bolus injection or infusion. Formulations 
for injection may be presented in unit dosage form. e.g. in glass ampoule 
or multi dose containers, e.g. glass vials. The compositions for injection 
may take such forms as suspensions, solutions or emulsions in oily or 
aqueous vehicles, and may contain formulatory agents such as 
suspending, stabilising, preserving and/or dispersing agents. 
Alternatively, the active ingredient may be in powder form for constitution 
with a suitable vehicle, e.g. sterile pyrogen-free water, before use. 

In addition to the formulations described above, the compounds of formula 
(1) may also be formulated as a depot preparation. Such long acting 
formulations may be administered by implantation or by intramuscular 
injection. 



For nasal administration or administration by inhalation, the compounds 
for use according to the present invention are conveniently delivered in the 
fomi of an aerosol spray presentation for pressurised packs or a nebuliser. 
with the use of suitable propellant. e.g. dichlorodifluoromethane. trichloro- 
20 fluoromethane. dichlorotetrafluoroethane. carbon dioxide or other suitable 
gas or mixture of gases. 

The compositions may. if desired, be presented in a pack or dispenser 
device which may contain one or more unit dosage forms containing the 
25 active ingredient. The pack or dispensing device may be accompanied by 
instructions for administration. 



The quantity of a compound of the invention required for the prophylaxis or 
treatment of a particular condition will vary depending on the compound 

30 chosen, and the condition of the patient to be treated. In general, 
however, daily dosages may range from around lOOng/kgto lOOmg/kg 
e.g. around 0.01mg/kg1o 40mg/kg body weight for oral or buccal 
administration, from around lOng/kgto SOmg/kg body weight for 
parenteral administration and around O.OSmg to around lOOOmg eg 

35 around 0.5mg to around lOOOmg for nasal administration or 
administration by inhalation or insufflation. 
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The compounds of the invention may be prepared by a number of 
processes as generally described below and more specifically in the 
Examples hereinafter. In the following process description, the symbols 
Ri-R7and X when used in the formulae depicted are to be understood to 
5 represent those groups described above in relation to formula (1) unless 
otherwise indicated. In the reactions described below, it may be 
necessary to protect reactive functional groups, for example hydroxy, 
amino, thio or carboxy groups, where these are desired In the final 
product, to avoid their unwanted participation in the reactions. 

1 0 Conventional protecting groups may be used in accordance with standard 
practice (see. for example, Green. T. W. in "Protective Groups in Organic 
Synthesis". John Wiley and Sons. 1981]. In some instances, deprotection 
may be the final step in the synthesis of a compound of formula (1) and 
the processes according to the invention described hereinafter are to be 

1 5 understood to extend to such removal of protecting groups. 

Thus according to a further aspect of the invention, a compound of formula 
(1) wherein X is a direct bond may be prepared by reaction of a guanidine 
of formula (2): 

20 



25 



30 




N(R'*)C 



NH 



(2) 



or a salt thereof 

with an enaminone of formula (3): 

. R7COC(R6)C(R5)N(Ri5)(Ri6) 

where R15 and Ri6, which may be the same or different is each a Ci.e 
alkyi group.. 

The reaction may be performed in a solvent, for example a protic solvent 
such as an alcohol, e.g. ethanol. methoxyethanol or propanol. optionally in 
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the presence of a base e.g. an alkali metal base, such as sodium 
hydroxide or potassium carbonate, at an elevated temperature, e.g. the 
reflux temperature. 

5 Salts of the compounds of formula (2) include acid salts such as inorganic 
acid salts e.g. hydrochlorides or nitrates. . 

Intermediate guanidines of formula (2) may be prepared by reaction of the 
corresponding aniline of formula (4): 

10 




(4) 

with cyanamide at an elevated temperature. 

15 The reaction may be performed in a solvent such as ethanol at an 
elevated temperature, e.g. up to the reflux temperature. Where it is 
desired to obtain a salt of a guanidine of formula (2). the reaction may be 
performed in the presence of a concentrated acid. e.g. hydrochloric or 
nitric acid. 

20 

The anilines of formula (4) are either known compounds or may be 
obtained by conventional procedures, for example by hydrogenation of the 
corresponding nitro derivatives using for example hydrogen in the 
presence of a metal catalyst in a suitable solvent, for example as more 

25 particularly described in the interconversion reactions discussed below or 
by use of the corresponding nitro derivative and a reducing agent such as 
a sodium hydrosulphite in a solvent such as ethanol at an elevated 
temperature such as the reflux temperature. The nitrobenzenes for this 
particular reaction are either known compounds or may be prepared using 

30 similar methods to those used for the preparation of the known 
compounds, for example by treatment of the corresponding benzene with 
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nitric acid in the prsence of an acid such as acetic acid at around ambient 
to the reflux temperature. 

Intermediate enaminones of formula (3) may be prepared by reaction of an 
5 acetyl derivative R7COCH2R6 with an acetal (R16)(R15)ncr5(ocH3)2 at 
an elevated temperature. The starting materials for this reaction are either 
known compounds of may be prepared by methods analogous to those 
used for the preparation of the known compounds. 

10 In another process according to the invention, a compound of formula (1) 
where X is a linker atom or group may be prepared by reaction of an 
intermediate of formula (5) 



15 




(5) 

where L is a leaving atom or group, with a reagent B^X^H where X2 is a 
linking atom or group as defined above. 



Particular leaving atoms or groups represented by L include for example 
20 halogen atoms, e.g. bromine, iodine or chlorine atoms, and sulphonyloxy 
groups, e.g. alkylsulphonyloxy groups, such as trifluoromethylsulphonyl- 
oxy. and arylsulphonyloxy groups, such as p-toluenesulphonyloxy. 

The reaction may be performed in the presence of a base, for example an 
25 organic base such as an organic amine, e.g. triethylamine or an inorganic 
base, for example a hydride such as sodium hydride, an alkoxide such as 
potassium t-butoxide. or a carbonate such as caesium or potassium 
carbonate, where necessary in the presence of a dipolar aprotic solvent 
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20 



such as an ether, e.g. a cyclic ether such as tetrahydrofuran, or an amide, 
e.g. a substituted amide such as dimethylformamide, at a suitable 
temperature e.g. from around room temperature to around 90oC. 

Intermediates of formula (5) may be prepared by reaction of the 
corresponding pyrimldinones (where -N=C(L)- in formula (5) is -NH-C(O)-) 
with a halide using standard procedures, for example by reaction with a 
reagent P0(Hal)3 (where Hal is a halogen atom), e.g. POCI3. or RS02Hal 
(where R is an optionally substituted alkyi or aryl group) where necessary 
at an elevated temperature. 

The starting pyrimidinones may be prepared by reaction of a guanidine of 
formula (2) or a salt thereof with a p-ketoester [for example a compound 
CH3CH2C {0)OCH(R6)C(0)R5 (where R5 is an optionally substituted alkyl. 
alkenyl or alkynyl group)] or a functional analogue thereof where it is 
desired to obtain compounds wherein R5 is a hydrogen atom, in the 
presence of a base, for example an alkoxide such as sodium methoxide in 
a solvent, for example a protic solvent, such as an alcohol, e.g. methanol 
at an elevated temperature, e.g. up to around the reflux temperature. 

In a further process according to the invention, a compound of formula (1) 
may be prepared by displacement of a leaving atom or group in a 
pyrimidine of formula (6): 



[where L is a leaving atom or group as defined above] with an aniline of 
formula (4). 




R' 



,6 



(6) 



30 



The reaction may be performed at an elevated temperature, for example 
the reflux temperature, where necessary in the presence of a solvent, for 
example a ketone such as acetone, an alcohol such as ethanol or 2- 
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ethoxyethanol or an aromatic hydrocarbon such as toluene, optionally in 
the presence of a base, for example an organic amine such as 
triethylamide or pyridine, or an acid, for example an inorganic acid, such as 
hydrochloric acid. 

5 

Intermediate pyrimidines of formula (6) may be prepared by displacement 
of a leaving group from a pyrimidine of formula (7): 



L 




10 

[where L"" is a leaving atom or group as described above for the group L) 
using a nucleophilic reagent R^XH. The reaction may be performed as 
just described in relation to the preparation of compounds of formula (1) 
from the intermediate pyrimidines of formula (6). 

15 

The pyrimidines of formula (7) and the nucleophilic reagents R^XH are 
either known compounds or may be prepared using methods analogous to 
those used for the preparation of the known compounds. 

20 In another process according to the invention, a compound of formula (1) 
wherein X is a -C(0)- group may be prepared by treating a carboxamide of 
formula (8): 
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(8) 



10 



[where X3 is a carboxamide group] with a reagent R^MHaP (where M is a 
metal atom such as an zinc atom and HaM is a halogen atom, such as a 
bromine atom). 

The group X3 in Intermediates of formula (8) may be for example a group 
-CONRiSR^e or-CON(Ri5)(ORi6). 

The reaction may be performed in a solvent such as an ether, e.g. a cyclic 
ether such as a tetrahydrofuran. at a low temperature, e.g. around -780C. 

Intermediate carboxamides of fomiula (8) may be prepared by reaction of 
the corresponding acid of formula (9): 



or a reactive derivative thereof with a reagent RISRI^nh or R15ri6onh ii 
the presence of a base e.g. an organic amine such as triet hylamine in 





X 



(9) 
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solvent such as dichloromethane at a low temperature, e.g. around -IQo 
to OOC. 



10 



20 



25 



30 



Intermediate acids of formula (9) may be prepared by heating the 
corresponding nitrile in the presnce of a base such as sodium hydroxide in 
a solvent such as ethanol. The nitrile starting material may be prepared 
by heating 2-chloro-4-cyano-pyrimidine with the appropriate aniline in the 
presence of a base such as triethylamine in a solvent such as ethanol at 
the reflux temperature. 



Acids of fomnula (9) may also be used to generate compounds of formula 
(1) wherein X is a -NHC{0)0- group by reaction with an azide. for example 
diphenylphosphorylazide, and an alcohol R70H in the presence of a base 
such as triethylamine at an elevated temperature, e.g. the reflux 
1 5 temperature. 

Compounds of formula (1) may also be prepared by interconversion of 
other compounds of formula (1) and it is to be understood that the 
invention extends to such interconversion processes. Thus, for example 
standard substitution approaches employing for example atkylation' 
arylation. acylation, thioacylation, sulphonylation. formylation or coupling 
reactions may be used to add new substitufents to and/or extend existing 
substituents in compounds of formula (1). Alternatively existing 
substituents in compounds of formula (1) may be modified by for example 
oxidation, reduction or cleavage reactions to yield other compounds of 
formula (1). 



The following describes in general terms a number of approaches which 
can be employed to modify existing Ri. R2. r3. r4, rs and/or R6 groups in 
compounds of formula (1). It will be appreciated that each of these 
reactions may only be possible where an appropriate functional group 
exists in a compound of formula (1). Equally, any of the following 
reactions may be used to generate appropriately substituted intermediates 
of formulae (2). (4). (5). (6) and (7) for use in the preparat on of 
35 compounds of formula (1 ). 
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Thus, for example alkylation or arylation of a compound of formula (1 ) may 
be achieved by reaction of the compound with a reagent R^L. AlkL or ArL 
where R^. Aik, Ar and L are as previously defined. 

5 The alkylation or arylation reaction may be carried out in the presence of a 
base. e.g. an inorganic base such as a carbonate, e.g. caesium or 
potassium carbonate, an alkoxide. e.g. potassium t-butoxide. or a hydride 
e.g. sodium hydride, in a dipolar aprotic solvent such as an amide, e g a 
substituted amide such as dimethylformamide or an ether, e.g. a cyclic 
1 0 ether such as tetrahydrofuran. at around QOC to around 40oc. 

In a variation of this process the leaving group L may be alternatively part 
of the compound of formula (1) and the reaction performed with an 
appropriate nucleophilic reagent in a solvent such as an alcohol, e.g 
ethanol. at an elevated temperature, e.g. the reflux temperature. 

In another general example of an interconversion process, a compound of 
formula (1) may be acylated or thioacylated. The reaction may be 
performed for example with an acyl halide or anhydride in the presence of 
a base, such as a tertiary amine e.g. triethylamine in a solvent such as a 
halogenated hydrocarbon, e.g. dichloromethane or carbon tetrachloride or 
an alcohol, e.g. methanol at for example ambient temperature, or'by 
reaction with a thioester in an inert solvent such as tetrahydrofuran at a 
low temperature such as around Qoc. The reaction is particularly suitable 
for use with compounds of formula (1) containing primary or secondary 
amino groups. 



15 



25 



In a further general example of an interconversion process, a compound of 
formula (1) may be fomiylated, for example by reaction of the compound 
30 with a mixed anhydride HCOOCOCH3 or with a mixture of formic acid and 
acetic anhydride. 

Compounds of formula (1) may be prepared in another general 
interconversion reaction by sulphonylation. for example by reaction of the 
35 compound with a reagent AlkS(0)2L. or ArS(0)2L in the presence of a 
base, for example an inorganic base such as sodium hydride in a solvent 
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such as an amide, e.g. a substituted amide such as dimethylformamide at 
for example ambient temperature. The reaction may in particular be 
performed with compounds of formula (1) possessing a primary or 
secondary amino group. 

5 

In further examples of interconversion reactions according to the invention 
compounds of formula (1) may be prepared from other compounds of 
formula (1) by modification of existing functional groups in the latter. 

10 Thus in one example, ester groups -C02Alki in compounds of formula (1) 
may be converted to the corresponding acid {-CO2H] by acid- or base- 
catalysed hydrolysis or by catalytic hydrogenation depending on the 
nature of the group Alk"" . Acid- or base-catalysed hydrolysis may be 
achieved for example by treatment with an organic or inorganic acid. e.g. 

15 trifluoroacetic acid in an aqueous solvent or a mineral acid such as 
hydrochloric acid in a solvent such as dioxan or an alkali metal hydroxide, 
e.g. lithium hydroxide in an aqueous alcohol, e.g. aqueous methanol. 
Catalytic hydrogenation may be carried out using for example hydrogen in 
the presence of a metal catalyst, for example palladium on a support such 

20 as carbon in a solvent such as an ether, e.g. tetrahydrofuran or an alcohol, 
e.g. methanol. Similarly, base-catalysed hydrolysis with for example an 
alkali metal hydroxide such as sodium hydroxide in a solvent such as an 
alcohol e.g. ethanol may be used to convert a >NS02Alk or >NS02Ar 
group to a >N-H group. 

25 

In a second example. -0Alk2 [where Alk2 represents an alkyi group such 
as a methyl group] groups in compounds of fomriula (1) may be cleaved to 
the corresponding alcohol [-0H] by reaction with boron tribromide in a 
solvent such as a halogenated hydrocarbon, e.g. dichloromethane at a low 
30 temperature, e.g. around -780C. 

Alcohol [-OH] groups may also be obtained by hydrogenation of the 
corresponding -0CH2Ar group using for example hydrogen in the 
presence of a metal catalyst, for example palladium on a support such as 
35 carbon in a solvent such as ethanol In the presence of ammonium 
fomiate. In another example, -OH groups may be generated from the 
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corresponding ester [-COgAlk] by reduction using for example a complex 
metal hydride sucli as lithium aluminium hydride. 

In a further example, alcohol -OH groups in compounds of formula (1) may 
5 be converted to a corresponding -OAlk or -OAr group by coupling with a 
reagent AlkOH or ArOH in a solvent such as tetrahydrofuran in the 
presence of a phosphine, e.g. triphenylphosphine and an activator such as 
diethyl-, diisopropyl-, or dimethylazodicarboxylate. 

10 In. another example of an interconversion reaction, amines of formula (1 ) 
may be alkylated using a reductive alkylation process employing an 
aldehyde and a borohydride, for example sodium triacetoxyborohydride. in 
a solvent such as dichloromethane. in the presence of an acid such as 
acetic acid at around ambient temperature. 



15 



20 



25 



Aminosulphonylamino [-NHSO2NH2] groups in compounds of formula (1) 
may be obtained, in another example, by reaction of a corresponding 
amine [-NH2] with sulphamide in the presence of an organic base such as 
pyridine at an elevated temperature, e.g. the reflux temperature. 

In a further example, amine [-NH2] groups in compounds of formula (1) 
may be obtained by hydrolysis from a corresponding imide by reaction 
with hydrazine in a solvent such as an alcohol, e.g. ethanol at ambient 
temperature. 



In another example, a nitro (-NO2] group may be reduced to an amine (- 
NH2]. for example by catalytic hydrogenation as just described, or by 
chemical reduction using for example a metal, e.g. tin or iron, in the 
presence of an acid such as hydrochloric acid, optionally in a solvent such 
30 as an alcohol, e.g. methanol. 

In a further example of an interconversion process, a tetrazole substituent 
may be obtained from the corresponding nitrile by treatment of the latter 
with an azide, e.g. sodium azide, in a solvent such as a substituted amine. 
35 e.g. dimethylformamide at an elevated temperature. 
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35 



N-ox.des of compounds of formula (1) may be prepared for example by 
oxidation of the corresponding nitrogen base using an oxidising agent 
such as hydrogen peroxide in the presence of an acid such as acetic acid 
at an elevated temperature, for example around 70oc to eooQ or 
alternatively by reaction with a peracid such as peracetic acid or 3- 
chloroperoxybenzoic acid in a solvent, e.g. dichloromethane. at ambient 
temperature. 

Where salts of compounds of formula (1) are desired, these may be 
prepared by conventional means, for example by reaction of a compound 
of fomiula (1) with an appropriate acid or base in a suitable solvent or 
mixture of solvents, e.g. an organic solvent such as an ether e q 
diethylether. or an alcohol, e.g. ethanol. ' 

The following Examples illustrated the Invention. Ir. the Examples all 
iHnmr were run at 300MH2 unless specified otherwise. All temperatures 
are in oq. The following abbrevioations are used- DMSO - 
dimethylsulphoxide; DMF - dimethylfomiamide; THF - tetrahydrofuran. 

20 EXAI\/1PLE 1 

4.Phenvl.N-(3,4 , 5-trimethoxvnhf>nvn.P.p Yrin,;^;^^T,n,inr 

To a solution of 3,4.5-(trimethoxyphenyl)guanidine nitrate (i 89q 
6.57mmol) and 3-dimethylamino-1-phenyl-2-propen-1-one (l'i5q 
6^57mmol) in propan-2-ol (20ml) was added powdered sodium hydroxide 
(289mg. 7.23mmol) and the mixture refluxed for 18h. On cooling (OO) the 
resulting precipitate was collected and washed with propan-2-ol and water 
and then subjected to column chromatography (silica ^% methanol- 
CH2CH2] to afford the litl^^fimeound (730mg) after recrystailisation from 
ethyl acetate as a yellow solid m.p. 1460. 5h (CDCI3) 3.85 (3H s) 3 91 
(6H. s). 7.07 (2H. s). 7.17 (1H. d. J 5.2Hz). 7.18 (1H. s. NH) 7 46-7 50 
(3H. m). 8.10 (2H. m). and 8.46 (IN. d. J 5.2Hz). 

The guanidine starting material was prepared by heating a mixture of 
3.4.5-tnmethoxyaniline (5.49g. 30.0mmol). cyanamide [Aldrich 50% 
solution in water w/v] (3.50ml. 45.0mmol) and concentrated nitric acid 
(2.10ml. 300mmol) in ethanol (30ml). The solid which formed on cooling 
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to. room temperature was collected by filtration, washed with ethanol and 

1870 t^nlr ^'-'^^^ ^ 9rey solid m.p. 

1870. 5h (d6DMS0) 3.65 (3H. s). 3.77 (6H. s). 6.54 (2H, s). 7 27 (4H br 
si. and Q 4ft MU *.\ \ . " 



s), and 9.46 (1H.S). 
5 

The following compounds of Examples 2-35 were prepared in a similar 
manner using the above guanidine starting material and the appropriate 
enaminone: 

10 EXAMPLE 0 

from 3.4.5-(trimethoxyphenyl)guanidine nitrate (1.33g 4 60mmol) 3 
d.methylamino-1.(3-pyridyl)-2-propen-1-one (812mg. 4.60mmol) and 
sodium hydroxide (203mg. 5.07mmol) to give the title.comEound (290ma) 
15 as a green solid m.p. 1550. 5h {CDCI3) 3.63 (3H. s). 3.78 (6H s) 7 28 
(2H. s). 7.47 (1H. d. J 5.IH2), 7.56 (1H. m). 8.49 (1H. m). 8.58 (1H d J 
5.1 Hz), 8.71 (IH. dd. J4.8. 1.5Hz). 9.35 (1H. d. a 2.0H2) and 9.61 (1H. s)? 

EXAMPLE a 

^° H4-PYridvl).N-(3,4.5-trimethoxvnhenv»V9. pYri^»^i»^^^i„, 

from 3,4.5-(trimethoxyphenyl)guanidine nitrate (1.44g 5 Ommol) 3 
dimethylamino-1-(4-pyridyl)-2-propene-1-one (880mg. 's.Ommol) and 
sodium hydroxide (220mg. 5.5mmol) to give the title comnonnH (765mQ) 
as a green solid m.p. 205o. 5h (d6DMS0) 3.63 (3H. s). 3 79 (6H s) 7 27 
(2H. s). 7.49 (IH. d. J 5.1Hz). 8.08 (2H. dd, J 4.5. 1.6Hz). 8.64 jlH d J 
5.1Hz). 8.76 (2H. dd. J4.5. 1.6Hz). and 9.66 (1H. brs). ' ' 

EXAMPLE 4 

4-(2.FurYl)-N-3.4.5-(trimPthoY yphonvl>-2.Dy rimirii»ooTr.inr 
from 3.4.5-(trimethoxyphenyl)guanidine nitrate {l.66g 5 75mmol) 3 
dimethylamino-1.(2-furyl)-2-propen-l-one) (950mg, 5.75mmol) and 
sodium hydroxide (253mg. 6.33 mmol) to give the tit!e.comeoynd (350mq) 
as a yellow solid m.p. 1390. 6h (CDCI3) 3.83 (3H. s), 3.90 (6H s) 6 56 
(IH. m). 7.01 (2H. s). 7.06 (IH. d. J 5.1Hz). 7.18 (IH. m). 7.25 (IH s) 
35 7.58(1H.d.J2.3H2).and8.42(1H d J51HZ) 
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EXAMPLE 5 

4-(3.4.5-Trimethoxvphenvh-N.(aA .5.trim6thQyvDhenvn-2- pYrimiriip.=>. 
amine 

from 3,4.5-{trimethoxyphenyl)guanidine nitrate (1.08g, 3.77mmol). 3-di- 
5 methylamino-1 -(3,4.5-trimethoxyphenyl)-2-propen-1-one (1 .Og, 3.77mmol) 
and sodium hydroxide (166mg) to give the title compounri (67mg) as a 
colourless solid m.p. 187o. 5h (CDCI3) 3.83 (3H. s), 3.88 (6H. s). 3.92 
(3H, s). 3.94 (6H. s). 6.99 (2H. s), 7.09 (IH, d. J 5.2Hz). 7.23 (1H, br s), 
7.32 {2H, s) and 8.45 (1 H, d. J 5.2H2). 

10 

EXAMPLE 6 

4-f5-(2.3-Dihvdroben2ofurvl>^-N-/3.4{>-trimethftYYphenvl).g. 

pyrimidineamine 

from 3.4,5-(trimethoxyphenyl)guanidine nitrate (1.19g. 4.14mmol), 1-(5. 

15 (2,3-dihydroben2ofuryl)-3-dimethylamino-2-propen-1-one (900mg, 
4.14mmol) and sodium hydroxide (182mg, 4.56mmol) to give the title 
compound (450mg) as a yellow solid m.p. 160°. 6h (CDCI3) 3.26 {2H, t. 
a 8.7Hz), 3.83 (3H. s), 3-90 (6H, s). 4.66 (2H. t, J 8.7H2). 6.86 (IH. d." J 
8.3H2). 7.06 (3H. m). 7.17 (IH. s). 7.88 (IH. d. J 8.3Hz). 8.02 (IH. s). and 

20 8.38(1H. d, J5.3HZ). 

EXAMPLE 7 

4-(1-Phenvlsulphonvlindol-3-vl ^N-(3.4.5-triinethoxvphPnYi).9. 
pyrimidineamine 

25 from 3,4,5-(trimethoxyphenyl)guanidine nitrate (820mg, 2.84mmol), 3- 

dimethylamino-1-(1-phenylsulphonylindol-3-yl)-2-propen-1-one (l.Og, 
2.84mmol). and sodium hydroxide (125mg. 3.12mmol) to give the title 
compound (380mg) as a yellow solid m.p. 202°. 5h (dSDMSO) 3.30 (3H. 
s). 3.63 (6H. s). 7.19 (2H. s). 7.33 (IH, t. J 7.3Hz), 7.44 (2H. m), 7.61 (2H. 
30 m), 7.71 (IH, m). 7.99 (IH. d, J 8.3Hz). 8.09 (2H, d, J 7.4Hz), 8.49 (IH. d! 
J 5.2Hz), 8.60 (1 H, d. a 7.9Hz), 8.74 (1 H. s) and 9.46 (1 H. s). 

EXAMP^g $ 

4-f2-Thiazolvn-N-r3.4.5-trimetho xvphenvlU9.pvrimidinpa,|^i Ti«> 

35 from 3,4,5-(trimethoxyphenyl)guanidine nitrate (1.27g, 4.40mmol). 3- 
dimethylamino-1-(2-thiazolyl)-2-propen-1-one (802mg. 4.40mmol). and 
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sodium hydroxide (194mg, 4.84mmol) to give the title comnn..nri (520mg) 
as a green solid m.p. 159o. 5h (dCDMSO) 3.63 (3H. s), 3.82 (6H. s). 7.24 
(2H. s), 7.45 (1H, d. J 4.9Hz). 8.07 (1H. d, J 3.OH2). 8.62 (1H d i.4 8Hz) 
and 9.70 (1H. s). 

EXAMPLE Q 

4-(3-ThienYl)-N- f3.4.5-Trimethoxvphenvl^-2.p Yri mtdineaminp 
from 3,4,5-(trimethoxyphenyl)guanidine nitrate (1.27g, 4.41 mmol), 3- 
dimethylamino-1-(3.thienyl)-2-propen-1-one (0.80g. 4.41mmo!) to give the 
title cpnippund (365mg) as a yellow solid m.p. 163°. 5h (dSDMSO) 3.62 
(3H. s). 3.78 (6H, s), 7.26-7.27 (3H, m). 7.68-7.71 (1H. m), 7.78 (1H. d J 
4.9Hz). 8.34-8.36 (IN. m). 8.47 (IN. d. J 5.0Hz) and 9.44 (1H, s). 

EXAMPLE 10 

15 4-f2-Naphthvl)-N-(3.4.5-trimethoxvDhenvl).9.p yrimidinpnmino 

from 3.4.5-(trimethoxypheny)guanidine nitrate (1.02g. 3.55mmol). 3- 
dimethylamino-1-{2-naphthyl)-2-propen-1-one (800mg. 3.55mmol) and 
sodium hydroxide (156mg. S.gOmmol) to give the title comnnunH (310mg) 
as a yellow solid m.p. 156o. 5h (dSDMSO) 3.64 (3H. s). 3.82 (6H. s) 

20 7.36 (2H. s). 7.53 (1H. d. J 6.2Hz). 7.58-7.61 (2H. m). 7.97-8.07 (3H m) 
8.29 (1H. d. J 8.5Hz), 8.58 (1H. d. J 5.1Hz). 8.76 (1H. s). and 9.58 (1H. br 

EXAMPLE 11 

25 4-(3-Nitrophenvl)-N-f3.4.5-trimethoxvp hi>nYi).2.Dvrimiriin»ami,^^ 

from 3,4,5-(trimethoxyphenyl)guanidine nitrate (3.93g. 13.63mmol). 3- 
dimethylamino-1-(3-nitrophenyl)-2-propen-1-one (3.0g. 13.63mmol) and 
sodium hydroxide (545mg, 13.63mmol) to give the title comootin^ (250mg) 
as a yellow solid, m.p. 184-185o. MS m/z 383 (M-hH)+. 

30 

EXAMPLE 12 

4-{4-Nitrophe nvl)-N-(3.4.5-trimethoxvDhenvlU?.pYrimidlnf.amino 
from 3,4,5-(trimethoxyphenyl)guanidine nitrate (1.3g, 4.5mmol), 3- 
dimethylamino-1-(4-nitrophenyl)-2-propen-1-one (I.Og, 4.5mmol) and 
35 sodium hydroxide (200mg) to give the title comooMnri (550mg) as an 
orange solid m.p. 196°. MS m/z 383 (M+H)+. 
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EXAMPLE ia 

4-(3-Br9mophenvlVN-(3 4 S.trim,.thnvYpho»yM.2-pvrim.Hinoo^i^^ 
from 3.4.5-(trimethpxyphenyl)guanldine nitrate (1.63g. 5.66mmol) l-(3- 
bromophenyl).3-dimethylamino-2-propen-1-one (1.5g. 5.66mmol") and 
sodium hydroxide (250mg. 6.23mmol) to give the title comnnnnH (yssmg) 
as a yellow solid m.p. 145°. MS m/z 418 (M+H)+. 

EXAMPLE 1A 

4.(Pvrrol-2-vl)-N-f3 4 R-trimpthoxvnhPnYi).o.py.=^;^;nr-.minr 
from 3,4,5-(trimethoxyphenyl)guanidine nitrate (1.l5g 4 Ommol) 3 
dimethyiamino-1-{pyrrol-2-yl)-2-propen-1-one (656g. 4.0mmol) and sodium 
hydroxide (176mg. 4.4mmol) to give the title comnn.mH (lomg) as a 
yellow solid m.p. 150°. MS m/z 327 {M+H)+. 

15 EXAMPLE I S 

4-(3,4,-MethvteneriloxvnhenvlWN.(.'^,d,.;.» nmethnvY ph^»Y'}-? 
pvrimidineamine 

from 3.4,5-(trimethoxyphenyl)guanidine nitrate {1.15g. 4 Ommol) 3 

dimethyiamino-1-(3.4-methylenedioxyphenyl)-2.propen-1-one (8 76g 
4.0mmol) and sodium hydroxide (176mg) to give the title comnnnnH 
(160mg) as a yellow solid m.p. 180°. MS m/z 382 (M+H)+. 

EXAMPLE Ifi 

4-(Pvra2in-2.vl).N.n 4 S-trimethoyvnh.nYi)-o.pvrimidin..».i„. 
from 3,4,5-(trimethoxyphenyl)guanidine nitrate (l.lSg 4 Ommol) 3 
dimethylamino-1-(pyrazin.2-yl)-2-propen-1-one (708mg.' 4.0mmol) and 
sodium hydroxide (176mg) to give the titLecornEound (254mg) as a yellow 
solid, m.p. 181-182°. MS m/z 340 (M+H)+. 



20 



25 



30 EXAMPLE 17 

4-((ert-ButY().N.(3,4,S.trim>>thoYY phrnvn.2-Dvrimiriinog» w^ 
from 3.4,5-(trimethoxyphenyl)guanidine nitrate (l.2g. 4 2mmol) 1 tert 
butyl-3-dimethylamino-2-propen-1-one (650mg, 4.2mmol) and sodium 
hydroxide (185mg) to give the titlecomEound (90mg) as a white solid m p 
35 1220. MS m/z 318 (M+H)+. 
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EXAMPLE IS 

4-(1.2.3,4-Tetrahvdronaphthalen.6.yl)-M.( a.A,iS,tr,m^thr.vYph^>.yi|_o, 
pvrimidineaminp 

from 3,4.5-(trimethoxyphenyl)guanidine nitrate (I.Og. 435mmol). 3- 
5 dimethylamino-1-(l ,2,3.4-tetrahydronaphthalen-6-yl)-2-propen-l-one 

(801 mg, 3.5mmol) and sodium hydroxide (155mg. 3.85mmol) to give the 
title compound (120mg) as a yellow solid m.p. 150-1510. MS m/z 392 
(M+H)+. 

10 EXAMPLE 19 

4-(2.2-Dimethvl-3.4-dlhy dro-2H-ben2Qrbloxin-fi-Yi)-M.p ^^c- 
trimethQxvphe nyh-2-pyrlmidineamine 

from 3.4,5-(trimethoxyphenyl)guanidine nitrate (I.ISg, 4.0mmol), 3- 

dimethylamino-1-(2,2-dimethyl-3,4-dihydro-2H-benzo[b]oxin-6-yl)-2- 
15 propen-1-one (1.04g. 4.0mmol) and sodium hydroxide (ISOmg, 4.4mmol) 
to give the titig compound (120mg) as a pale yellow solid m.p. 149-150° 
MS m/z 422.3 (M+H)+. 

EXAMPLE 20 

20 4.(Benzothia20l-2-vl)-N-f3.4.5-trfmethoyvp h.>nYi ).2 .Dvrimiriin^;,»..n^ 

from 3.4,5-(trimethoxyphenyl)guanidine nitrate (1.72g. e.Ommol), l- 
(benzothiazol-2-yl)-3-dimethylamino-2-propen-l-one {1.39g. e.Ommol) and 
sodium hydroxide (270mg, 6.6mmol) to give the title comnounri (420mg) 
as a yellow solid m.p. 182-1830. MS m/z 395 (M+H)+. 

25 

EXAMPLE 21 

4-f2-Nitrothien-5-vn-N.r3.4.5-trimethnYY Dhenvi\-9-p Yri» iidmeami no 

from 3,4.5-(trlmethoxyphenyl)guanidine nitrate (1.27g, 4.4mmol), 3- 
dimethylamino-1-(2-nitrothien-5-yl)-2-propen-1-one (I.Og. 4.4mmol) and 
30 sodium hydroxide (186mg. 4.9mmol) to give the title comnnnnri (540mg) 
as a dark red solid m.p. 182-1830. MS m/z 389 (M-»-H)+. 

EXAMPLE 22 

4-(3-Methoxvphenvl>-N>f3.4.5-trimet hoxvDhenvh.2.p vrimiriinoorr,i»^ 
35 from 3,4,5-(trimethoxyphenyl)guanidine nitrate (1.41g, 4.88mmol), 3- 
dimethylamino-1-(3-methoxyphenyl)-2-propen.1-one (I.Og, 4.88mmol) and 
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sodium hydroxide (216mg, 5.4mmol) to give the title comDn..nri (275mg) 
as a yellow solid m.p. 155-1560. MS m/z 368 (M+H)+. 

EXAMPLE ?3 

4.(2-Pvridv|)-N-(3,4 5-trimethQXvnhpnyl>.2.pynmiHinn.^;n^ 

from 3.4.5-(trlmethoxyphenyl)guanidine nitrate (1.99g, 6.91 mmol), 3- 
dimethylamino-1-(2-pyridyl)-2-propen-1-one (1.22g. 6.91mmol) and 
sodium hydroxide (276mg. 6.9mmol) to give the title comnnnnH (issmg) 
as a yellow solid m.p. 185° MS m/z 339 (M+H)+. 

EXAMPLE 24 

4-f4-fe/t-ButoxvcarhonvlaminophPnYiV M .n.4,fi-trimoth^xvDhenvlvo. 
PVrimidineaminf^ 

from 3.4,5-(trimethoxyphenyl)guanidine nitrate (10.9g, 37.8mmol), 1-(4-' 

15 ^er*-butoxycarbbonylaminophenyl)-3-dimethylamino-2-propen-1-one 

(lO.Og. 34.4mmol) and sodium hydroxide (1.52g. 37.8mmol) to give the 
title compound (5.4g) as a yellow solid m.p. 1 58-1590 MS m/z 453 
(M+H)+. 

20 EXAMPLE 7^ 

4-f3.HYdroxvphenvn.N-n 4 '>.tnmPthnvy ph^»yn.2.„^Hm.Hinoo^;^^ 

from 3.4.5-(trimethoxyphenyl)guanidine nitrate (4.72g. 16.4mmol). 1-(3- 

ter/-butyldimethylsilyloxyphenyl)-3-dimethylamino-2-propen-1-one (5.0g 
16.4mmol) and sodium hydroxide (655mg. 16.4mmol) to give the title 
25 compound (2.0g) as a light yellow solid m.p. 191-1920 MS m/z 354 
(M+H)+. 



EXAMPLE 26 

4-{5-Thlazolvl).N.f3.4.5.trimethoxvphpnYi) .o.pvnmldin^.mi»^ 
from 3.4,5-(trimethoxyphenyl)guanidine nitrate (634mg, 2.2mmol) 3 
dimethylamino-1-(5-thiazolyl)-2-propen-1-one (330g, 1.81 mmol) anc 
sodium hydroxide (88mg. 2.2mmol) to give the title comnn.mrt (42mg) as s 
yellow solid m.p. 171o. MS m/z 345 (M+H)+. 



35 
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EXAMPLE 27 

4-f4-CvanophenvlVN-n 4.5-trimethQyY p henvl).9-p YrimiHi»^o^in^ 

from 3.4,5-(trimethoxyphenyl)guanidine nitrate (17.0g. 59.0mmol), l-(4. 
cyanophenyl)-3-dimethylamino-2-propen-1-one (11.82g, 58.0mmol) and 
5 • sodium hydroxide (2.36mg. 59.0mmol) to give the title comnnt.nH (ii .gsg) 
as a green solid m.p. 183°. MS m/z 363 (M+H)+. 

EXAMPLE 28 

4-(4-Ethoxvcarbonvlphenvn-NW3 A.S-trimethoYYDhenyt)-?. 
10 pvrimidineamif ie 

from 3,4.5-(trimethoxyphenyl)guanidine nitrate (11.66g, 40.5mmol), 3- 

dimethylamino-1-(4-ethoxycarbonylphenyl)-2-propen-1-one (lO.Og. 
40.5mmol) and sodium hydroxide (1.62g, 40.5mmol) to give the title 
compound (3.21g) as a yellow solid m.p. 181-1820. MS m/z 410 (M+H)+. 

EXAMPLE 2Q 

4^1-Naphthvl).N-f3.4.5.trimethoyYp henvl^.2-pYrimidineaminp 
from 3,4,5-(trimethoxyphenyl)guanidine nitrate (2.94g. 10.22mmol). 3- 
dimethylamino-1-{1-naphthyl).2-propen-l-one (2.30g. 10.22mmol) and 
sodium hydroxide {409mg. 10.22mmol) to give the title compoimri (750mg) 
as a yellow solid m.p. 130-133°. MS m/z 444 (M+H)+. 



15 
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EXAMPLE 30 

4r4.5-Dimethylthia7nl -2.vn-N-r3.4.5.trimethQyYp hpnYi)-o- 
25 pvrimtdlneamine 

from 3.4,5-(trimethoxyphenyl)guanidine nitrate {4.99g, 6.91 mmol). 3- 

dimethylamino-1-(4.5-dimethylthiazol-2-yl)-2-propen-1-one (3.64g. 
17.3mmol) and sodium hydroxide (720mg. 18mmol) to give the IMg 
compound (490mg) as a yellow solid m.p. 207°. MS m/z 373 (M+H)+. 



30 



35 



EXAMPLE 31 

4-f4-Methoxvphenvl)-N-(3.4.5-trimethoyYp ho nvh-2-p YrimiHir>^o».jn^ 
from 3,4,5-(trimethoxyphenyl)guanidine nitrate (8.1 6g, 28.3mmol), 3- 
dimethylamino-1-(4-methoxyphenyl)-2-propen-1-one (5.5g. 28.3mmol) and 
sodium hydroxide (1.13g, 28.3mmol) to give the title comp n.mH (3.49) as 
an orange solid m.p. 148-150°. MS m/z 368 (M+H).+ 



wo 97/19065 



PCT/GB96/02854 



35 



EXAMPLE 32 

4.f4-Ben2YtoxYphenvl).N.(3,4. 5-trtmPt h ox vDhenvn-P.pYriTiidmeaminP 
from 3,4,5-(trimethoxyphenyl)guanidine nitrate (9.0g, 31.25mmol). 1-(4- 
ben2yloxyphenyl)-3-dlmethylamino-2-propen-1-one (8.88g, 31.25mmol) 
5 and sodium hydroxide (1.25g. 31.25mmol) to give the title compound 
(1 1.Og) as a yellow solid m.p. 171-1720. MS m/z 444(M+H)+. 

EXAMPLE 33 

4-f5-f2-Hvdroxvethvn-4-methvlthia7»i. 2.vl).M.( .q.4,r;.tri»,^thn]rY 
10 Phenyl)-2-pvrimidineamine 

from 3,4,5-(trimethoxyphenyl)guanidine nitrate (1.22g. 4.23mmol), 1-(5-(2- 

tert-butyldimethylsilyloxyethyl)-4-methylthiazol-2-yl)-3-dimethylamino-2- 
propen-1-one (I.SOg, 4.23mmoi) and sodium hydroxide (200mg, S.Ommol) 
^° 9've the title compound (210mg) as an orange solid m.p. >l90o 
15 (decomp). MS m/z 403 (M+H)+. 

EXAMPLE 34 

4.f4.BromophenYl)-N-f3.4.5-trimethoxvnhenylU9- pYr;mSwi^^^^inp 

from 3.4,5-(trimethoxyphenyl)guanidine nitrate (2.26g, 7.80mmol), 1.(4- 
20 bromophenyl)-3-dimethylamino-2-propen-1-one (2.0g. 7.80mmol) and 
sodium hydroxide (346mg, 8.60mmol) to give the title comnni.nri (i.og) as 
a green solid m.p. 179°. MS m/z 416 (M+H)+. 

EXAMPLE 35 

25 4-(2-Chloropvridin-5-vn-N-r3.4.5.trimi>th«yY P henvl^.P- PYri„,|wi»^- 
amine 

from 3.4,5-(trimethoxyphenyl)guanidine nitrate (16.42g, 22.3mmol). 1-(2- 
chloropyridin-5-yl)-3-dimethylamino-2-propen-1 -one (4.70g, 22.3mmol) 
and sodium hydroxide (895mg) to give the title comp n.mri (i.43g) as a 
30 yellow solid m.p. 191-192°. MS m/z 373.2 (M+H)+. 

EXAMPLE 36 

4.f1-H.|ndol-3-vlWN-f3.4.5-trimi>fhnyYphp"Y')-^-Pvrimiriin>.nm.»^ 

The compound of Example 7 {400mg. 0.78mmol) was suspended in 
35 ethanol (5ml) and 4M sodium hydroxide (5ml) and heated at reflux for 4h. 
On cooling a precipitate formed which was collected by filtration and 
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washed with water to give the titl^ compound (79mg) as a yellow solid 
m.p. 1970. MS m/z 377 (M+H)+. 

EXAMPLE 37 

N.Methvl-4^4-pYridYl).N-n 4 5.trlmethnvy pho»y.^,o.p^HmiH.no.»,i.. 
A solution of the compound of Example 3 (650mg. 1.92mmol) in DMF 
(5ml) was added dropwise to a stirred suspension of 60% NaH (76mg 
1.92mmol) in DMF (5ml). cooled to Qoc. After 0.5h iodomethane (0 13ml' 
2.11mmol) was added dropwise and the resulting mixture was left to wami' 
to room temperature over 20h. The reaction was concentrated under 
reduced pressure and the resulting residue subjected to column 
chromatography to give the title compound (159mg) as a pale green solid 
m.p. 1390. MS m/2 353 (M+H)+. 

15 EXAMPLE 

4.f2-Aminothien.5.vlVN-(3 4 Mrim^thovYp K.^y.i o r vri mldine.min. 
A solution of the compound of Example 21 (380mg. 0.98mmol) was 
treated with ammonium formate (200mg. 6.34mmol) and 10% palladium 
on carbon (200mg) at 65o for 24h. On cooling, the catalyst was filtered off 
on a pad of celite and the filtrate concentrated under reduced pressure to 
give the title comppund (lOOmg) as a green solid m.p. 161-162o MS m/2 
389 (M+H)+. 

The compounds of Examples 39 and 40 were prepared in a similar 
25 manner to the compound of Example 38: 
EXAMPLE 39 

4-(4-Aminophenvl)-N.r3 4 Mrimethnvy ph..y.^.2-Dvrimiri.on.»,;»^ 

from the compound of Example 12 (800mg. 2.09mmoi). ammonium 
fomiate (660mg. 10.5mmol) and 10% palladium on carbon (80mg) to give 
30 the title compound (253mg) as a yellow solid m.p. 1950. MS m/z 353 
(M+H)+. 



20 
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EXAMPLE 40 

4-(3-Ammophenvl).N-f3.4.5.trimethoxvphPnYi) . o.DvrimidinPpmino 
from the compound of Example 11 (isOmg, 0.39mmol), ammonium 
formate (150mg. 2.38mmol) and 10% palladium on carbon (lOOmg) to 
give the title compound {120mg) as a yellow solid m.p. 166-1670 MS m/7 
353 (M+H)+. 



10 



15 
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EXAMPLE 41 

4.f3-Acetamidophenvl)-N-(3,4.5.trimetho.vnhonY .vo.py.;^Hj„,,^.^, 
To a solution of the compound of Example 40 (0.25g, 0.71 mmol) in dry 
CH2CI2 (40ml) and triethylamine (0.11ml) was added acetyl chloride 
(0.06ml. 0.78mmol) and the resulting mixture stirred at room temperature 
for 4h. After washing with water (100ml) and saturated aqueous NaHCOa 
(100ml), the organic layer was dried (MgS04) and concentrated under 
reduced pressure. The residue was subjected to column chromatography 
[sihca-ethyl acetate] to give after recrystallisation from ethyl acetate- 
hexane the title compound (.163mg) as a yellow solid, m.p 162-1640 MS 
m/2 395(M+H)+. 

The compounds of Examples 42-44 were prepared in a similar manner to 
. the compound of Example 41 : 
EXAMPLE 4? 

4.(4.Acetamidophenyl).N.(3.4.5.trimPthoyvph P n vn.2.r.vrimiHi»o,»,.„^ 
from the compound of Example 39 (300mg. 0.85mmol), triethylamine 
(0.t3ml. 0.94mmol) and acetyl chloride (0.07ml. 0.94mmol) to give the titte 
^°"^P°""^ (^78mg) as a yellow solid m.p. 239o. MS m/z 395 (M+H)*. 

EXAMPLE 43 

N-(3-(2-f3.4.5-Trimethoxvnhenvlaminn) p Yrimidin.4.Yi)p K^»yl)-c; 
methviisoxazole-a-ca rboxamide 

from the compound of Example 40 (150mg, 0 43mmol) 5- 
methylisoxa2ole-3-carbonyl chloride (68mg. 0.47mmol) and triethyiaminie 
(0.1ml. 0.7mmol) to give the title compound (7mg) as a yellow solid m p 
1 73-1 750. MS m/2 462 (M+H)+. 
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EXAMPLE dd 

N-(3>(2-(3.4,5-Trimeth nxvDhenY iammnj 
3-carbQxamidp 

from the compound of Example 40 (250mg. 0.71 mmol). nicotinoyl chloride 
hydrochlonde (139mg, 0.78mmol). and triethylamine (0.2ml. 2.3mmol) to 
give the title compound (155mg) as a yellow solid m.p. 140-143° MS m/z 
458 (M+H)+. 
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EXAMPLE 4S 

4K3-(3-Phthalimic|oprQpoxv)phenvn-N.r.r4 ..tri^.^^^^ 
Pvrimidineamj nA 

To a suspension of caesium carbonate (462mg. i.4mmol) in dry DMF 
(10ml) under a nitrogen atmosphere were added the compound of 
Exan^ple 25 (SOOmg, 1.4mmol) and 3-bromopropylphthalimide (380mg 
1 .4mmol). The resulting mixture was stirred at room temperature for 4 5h' 
followed by the addition of water (50ml). The resulting precipitate was 
collected, washed with diethyl ether and recrystallised from ethyl acetate- 
hexane to give the title compound (620mg) as an off-white solid m p 209° 
MS m/2 541 (M+H)+. ' 

The following compound was prepared in a similar manner- 
EXAMPLE 4fi 

4.f3-Propcxyph.nvl).N-(34S-trimetho.vnh.ny .|.ory.,^,.,i„^^,,^^ 
rom the compound of Example 25 (350mg. 0.99mmol). iodopropane 
(168mg. 0.99mmol) and caesium carbonate (322mg. 0.99mmol) to give 
the title compQund (187mg) as an off-white solid m.p. 107° MS m/z 396 



EXAMPLE 47 
30 4-(3-f2-HvdroYvPth » 



T^henyf) -?- 

pynmidineamino 

To a suspension of 60% NaH (dispersion in oil) (62mg. l.Smmol) in DMF 
(15ml) under a nitrogen atmosphere were added the compound of 
^ Example 25 (500mg. 1.4mmol) and ethylene carbonate (i37mQ 
35 1.6mmol). The resulting mixture was heated at I30o for 6h On coolino 
the reaction was diluted with water (30ml). extracted with CHgCI 
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(3x25ml). dried (MgS04) and concentrated under reduced pressure The 
resulting residue was subjected to column chromatography (silica-ethyl 
acetate] to give the title compound (260mg) as a yellow solid m p 70° MS 
m/z 398 (M+H)+. " 

EXAMPLE dR 

4-(3-f3.AminoproDoyv^DhenvlVN-(a,A .5.trimethnYY ph^»yf)-? 
pvrimidineami ne dihy droRhinriHo 

The compound of Example 45 (500mg. 0.9mmol) was suspended in 
ethanol (30ml) containing hydrazine monohydrate (0.14ml. 2 8mmol) and 
the resulting mixture heated at reflux for 18h. On cooling the resulting 
precipitate was filtered off and the filtrate concentrated under reduced 
pressure. The residue was suspended in CH2CI2 (30ml). extracted with 
2N hydrochloric acid (2x30ml) Combined acid layers were taken to pH 11 
with 6N NaOH and extracted with CH2CI2 (3x30ml). the organic layers 
were dried (MgS04). and concentrated under reduced pressure The 
residue was dissolved in ethanol (10ml) and the solution saturated with 
HCI (g). The resulting precipitate was collected to give the title comnnnnH 
(137mg) as an orange solid m.p. 2360. 6H (d6-DMS)0 9 62(1H s) 8 54 
(1H, d. J 5.2H2). 8.05 (2H. br s). 7.75 (2H. m). 7.45 (2H. m). 7.29 (2H s) 
7.14 (1 H. d. J 7.3Hz). 4,14 (2H. t. J 6.0Hz). 3.79 (6H. s). 3.62 (3H. s) 2 95 
(2H. m) and 2.06 (2H. m). MS m/z 41 1 (M+H)+. 

EXAMPLE 49 

4.(4.Hydroxyphenyl).N.f3 4 S.trimethn.yp hony.|.o,r^HmHino.^i». 
A solution of the compound of Example 32 (1.06g. 2.37mmol) in ethanol 
(100ml) was treated with ammonium formate (750mg, 12.0mmol) and 10% 
palladium on carbon (lOOmg) and stirred at room temperature for 18h 
followed by heating at reflux for 18h. On cooling the catalyst was removed 
30 by filtration through Celite® and the filtrate concentrated under reduced 
pressure. The resulting residue was recrystallised from ethyl acetate to 
give the title compound (760mg) as a cream solid m.p. 200-202° MS m/7 
354 (M+H)+. 
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EXAMPLP 

4W3-PhthaiimidopropoxY)phPnvl ) .N .fq i\ q .trim^thnvYp ho.y.y_o 
pyrimidineamine 

To a supension of 60% NaH (dispersion in oil) (55mg. 1.36mmol) in DMF 
(10ml) was added the compound of Example 49 (480mg. 1.36mmol) and 
3-bromopropylphthalimide (365mg. 1.36mmol). The resulting mixture was 
stirred at room temperature for 6h. After this time the reaction was 
concentrated under reduced pressure, the residue dissolved in ethyl 
acetate (50ml). washed with water (50ml), and dried (MgS04) The 
solvent was removed under reduced pressued to give the title.Mieound 
(700mg) as a buff solid. MS m/z 541 (M+H)+. 



EXAMPLE 51 

4-(4-f3-Amtnopropnxv)nhenvn-N.r.'^ d ';.tri ^etho^v phonYi|.o_ 
15 pyrimidineamine 

The compound was prepared in a manner analogous to the preparation of 
the compound of Example 48 from the compound of Example 50 (830mg 
1 .54mmol) and hydrazine monohydrate (0.23ml. 4.62mmol) to give the title 
eomEound (63mg) as a white solid m.p. 161-162o. MS m/z 411(M+H)*. 

EXAIVIPLE 59 

4.(4.(2.Hvdroxvethoxv)nhenvi^-N.(.qd,.;.*.; »,etho.yp Ho.y.|,o. 
pvrimidineamin** 

The compound was prepared in a manner analogous to the preparation of 
25 the compound of Example 47 from the compound of Example 49 (250mg 
0.71 mmol). ethylene carbonate (70mg. 6.78mmol) and 60% sodium 
hydnde (dispersion in oil) (30mg. 0.78mmol) to give the title comnn,.nH 
(140mg) as a yellow solid m.p 145-146°. MS m/z 398 (M+H)+. 

30 EXAMPLE 53 

4-(4.f2.N.N-DimethvlamlnoPthoxv^nh.nY i).M.p 4.5-trim.th».ypK^n..,. 
2-Dvrimidineamino ^ 

The compound of Example 49 (250mg. 0.71 mmol). N.N-dimethylamino- 
ethanol (69mg. 0.78mmol) and triphenylphosphine (205mg. 0.78mmol) 
were dissolved in dry THF (20ml) under a nitrogen atmosphere and the 
mixture stirred for 0.5h. Diethylazodicarboxylate (136mg. 0.78mmol) in 
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THF (10ml) was added dropwise and the reaction stirred for 48h after 
which time the solvent was removed under reduced pressure ' The 
residue was dissolved in ethyl acetate (40ml), washed with water 
(2x100ml). dried (MgS04) and the solvent evaporated. The resulting solid 
5 was subjected to column chromatography (silica-ethyl acetate] to give the 
title compound (75mg) as white crystals m.p. 140-147° MS m/z 4P«; 
(M+H)+. ■ ^ ^'^^ 

The following compound was prepared in a similar manner 
0 EXAMPLE Fid 

4-f4-(3.N,N-n}mpthvtaminnnroDoyv^ phonY.)-N.r3.4«^.tri,^o.>,^^y 
phenyl)-2-pYrim jdineamine 

from the compound of Example 49 {250mg. 0.71mmol) N N- 
d.methylaminopropanol (88mg. 0.85mmol), triphenylphosphine (223mg 
5 0.85mmol) and diethylazodicarboxylate (148mg, 0.85mmol) to give the title 
cornEQund {20mg) as a white solid m.p. 161-1640. MS m/z 439 (M+H)~ 

EXAMPLE 

4-(3-f3-Hvdroxvpropvtamino^DhenylVM.( ^,^.5.tH^pth»vYrK^n n o 
0 Pvrimidineaminp — 

The compound of Example 40 (250mg. 0.71 mmol) and 3-bromopropanol 
were heated at 85o In DMF for 72h. The solvent was removed under 
reduced pressure and the residue subjected to column chromatography 
[s.l,ca-ethyl acetate] to give the iit!^£ornEound (33mg) as a yellow solid • 
m.p. 92-95°. MS m/z 41 1 (M+H)+. 

The following compound was prepared in a similar manner 
EXAMPLE fi fi 

4-(4-(3.HYdroxvpropvlamino^nhenvn.M.f '^ ^ ^-..;^eth»wpho»Y.vo_ 
pvrimidineamino — 

from the compound of Example 39 (750mg. 2.13mmol) and 3- 
bromopropanol (3.55mg. 2.56mmol) to give the titlecornfiound (24mq) as 
a yellow solid m.p. 86-90°. MS m/z 41 1 (M+H)+. 
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EXAMPLE 57 

4-{3-f3-PYrtdvlmRthvnamtnoDhenviUM.( o^ c_ .rimethnvYp K.^y.v^ 
PVrimidineamm<» 

To a solution of the compound of Example 40 (250mg, 0.71 mmol) in 
5 CH2CI2 (20ml) was added 3-pyridinecarboxaldehyde (69mg. 0.65mmol) 
sodium tnacetoxyborohydride (226mg, 1.07mmol) and acetic acid (0 1ml)' 
and the resulting mixture stirred at ambient temperature for 48h The 
reaction was washed with water (2x1 00ml). dried (MgS04), concentrated 
under reduced pressure, and the residue columned (silica-ethyl acetate] to 
10 give the title compound (lOOmg) as a yellow solid m.p. 78-80° MS m/z 
444 (M+H)+. 

The following compound was prepared in a similar manner- 
EXAMPLE Sa 

^-H-O-PYridvlmethvnaminonhPnvlWN-n d '^.*r.^ ^ tho^ah.^^ iyo. 
pvrfmidineamine 

from the compound of Example 39 (250mg. 0.71mmol). 3-pyridine- 
carboxaldehyde (69mg. 0.65mmol). sodium tnacetoxyborohydride (226mg 
1 .67mmol) and acetic acid (0.1ml) to give the title compo.inrt (i34mg) as a 
20 yellow solid m.p. 189-190°. MS m/z 444 (M+H)-^. 

EXAMPLE fiP 

4-(4-{Aminomethvnnhenvn.N.n4.;.frf». ethoyY pho»Y')-'^- 
pvrlmldineaminp 

25 To a suspension of LiAIH4 (628mg. 16.56mmol) in dry THF (100ml) at 0° 
was added dropwise a solution of the compound of Example 27 in THF 
(10ml) and when addition was complete the reaction was heated at reflux 
for 3h. On cooling a saturated solution of aqueous ammonium chloride 
(25ml) was added and the organic solvent removed under reduced 

30 pressure. The aqueous solution was extracted with ethyl acetate 
(2x200ml) and the combined organic layers dried (MgS04) followed by 
evaporation under reduced pressure. The residue was subjected to 
column chromatography [silica-ethyl acetate] to give the title CQmno..nH 
(330mg) as a yellow solid m.p. 143-144°. MS m/z 367 (M-i-H)+. 
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EXAMPLE fin 

4-(4-f1H-1.2.3.4-TRtra7ol-5-vnnhi>nyh.M.(3.4.5.trimofh»vypK..nyip 
DVrimidineamine 

To a solution of the compound of Exannple 27 (500mg. l .38mmol) in DMF 
{15ml) was added sodium azide (897mg. 13.8mmol) and ammonium 
chloride {738mg. 13.8mmol) and the mixture heated at 130° for I8h. On 
cooling, water (45ml) was added, the resulting precipitate collected and 
recrystallised from ethyl acetate to give the title comp n.mH {333mg) as a 
yellow solid m.p. 246-2470. 5H 9.60 (1 H, br s). 8.59 (1 H. d. J 5.OH2), 8 39 
(2H. d. i 8.4). 8.19 (2H. d. J 8.4H2). . 7.47 (1H. d. J 5.3H2). 7.31 (2H s) 
3.80 (6H. s) and 3.62 (3H, s). MS m/z 406.2 {M-»-H)+ 

EXAMPLE 61 

^•(1-OxopYrid-4-vl)-N-(3.4.5-trimethoxvphPnY i ).o.p vrimidinp.mino 

In a manner analogous to the preparation of the compound of Example 1. 
from 3,4,5-trlmethoxyphenylguanidi.ne nitrate (2.25g. 7.81 mmol), 3- 
dimethylamino-1-(1-oxo-pyrid-4-yl)-2-propen-1-one (880mg, 7.81mmol) 
and sodium hydroxide (344mg, 8.6mmol) to give the title comnm .nH (i.2g) 
20 as a green solid m.p. 220°. MS m/z 355 (M+H)*. 

The 3-dimethylamino-1-{l.oxopyrid-4-y!)-2-propen-1-one used as starting 
material was prepared by heating a solution of 4-acetylpyridine-N-oxide 
(2.5g. 18.2mmol) in dimethylformamide diethylacetal (30ml) at reflux for 
0.5h. On cooling the resulting solid was collected and washed with diethyl 

25 ether to give the desired product (3.18g) as an orange solid m.p. I810. 
The 4-acetylpyridine-N-oxide was prepared by treating a solution of 4- 
acetylpyridine (3.0g. 24.8mmol) in CH2CI2 with S-chloro-peroxybenzoic 
acid [Aldrich 57-86%] (8.4g) at room temperature for 12 h. The reaction 
was filtered, the filtrate concentrated under reduced pressure and the 

30 resulting residue subjected to column chromatography [silica 10% 
methanol-ethyl acetate) to give the desired product (3.2g) as a white solid 
m.p. 101°. 
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•trimetho^ 



EXAMPLE fi? 
4-f4-myd roxvmcthi 
pvrimidineamine 

To a suspension of LiAIH4 (560mg. 14.64mmol) in dry THF (50ml) at Qo 
was added dropwise to a solution of the compound of Example 28 in THF 
(100ml) and the reaction heated at reflux for 18h. On cooling an aqueous 
saturated solution of ammonium chloride (70ml) was added and the 
organic solvent removed under reduced pressure. The aqueous solution 
was extracted with CH2CI2 (300ml), and this was dried (MgS04) and 
evaporated under reduced pressure. The residue was subjected to 
column chromatography [silica-ethyl acetate] to give title comnn..nH 
(212mg) as a pale yellow solid m.p. 171-i72o. MS m/z 368 (M+H)- 



^lamlno)pvrldin-5-vn.M.(.7d, 5.trimethnvv 



EXAMPLE Ba 
4-(2-r3-Hvdroxv prnr 
2-pvrimidineamine 

The compound of Example 35 (200mg, 0.54mmol) and S-amino-l- 
propanol (1 .0ml. 1 3.05mmol) were heated at 1 00° for 3.5h. On cool.ng the 
reaction was concentrated under reduced pressure, water (I5ml) added 
and the resulting precipitate collected. After washing with water drying 
under vacuum and recrystallisaiton from ethanol the tMe.cm^ 
(105mg) was obtained as a yellow solid m.p. I68-I6O0. 5H(d6 DMSO) 
9.40 (1 H. s). 8.83 (1 H. s). 8.38 (IH. d. J 5.3Hz). 8.12 (IH. br dm. J 7 OHz) 

7.26 (2H.S). 7.22 (1H.d.J5.2Hz).7.16(1H.brt.J3.0Hz).6.54(1H d J 
8.8HZ). 4.53 (IH. t. J 5.0Hz). 3.76 (6H. s). 3.60 (3H. s). 3.47 (2H q J 
5.4Hz). 3.32 (2H. m) and 1.68 (2H. m). MS m/z 412 (M+H)^ 

The compounds of Examples 64-87 were prepared In a similar manner to 
the compound of Example 63 using the compound of Example 35 and the 
amine shown: 
EXAMPLE 64 

4-r2-/2-A mmoethy) a niinQ^pyrj din.c;-Yi ) - 
pyrimidineamine 

from the compound of Example 35 (200mg. 0.54mmol) and ethylene- 
d.am.ne (Irr, . 14.96mmol) to give the iitlecomeound (I05mg) as a yellow 
sol.dm.p. 117-1180 5H(d6 DMSO) 9.35 (1H. s). 8.83 (lH d J 2 2Hzr 
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8.38 (1H. d. J 5.3HZ). 8.13 (1H. dd. J 8.9. 2.4Hz). 7.27 (2H. s). 7.22 (1H 
d. J 5.3Hz). 7.1 1 (1H. br t. J 5.0Hz). 3.77 (6H. s). 3.62(3H. s). 3.29 (2H q' 
J 6.3Hz). 2.71 (2H. t. J 6.3Hz) and 1 .60 (2H. br s). MS m/z 397 (M+H)^' 

EXAMPLE Rfi 

4.(2-f2.HYdroxY»thYlamino)pvrid.n.S-vn.N.r^ ^ ^..r-.^^..^^^ . 
PVrimidineamina 

from the compound of Example 35 (300mg. 0.81 mmol) and ethanolamine 
(1.0ml. l6.56mmol) to give the tit!e.conneound (190mg) as an off-white 
solid m.p. 1230. 5H(d6 DMSO) 9.35 (1H. s). 8.82 (1H. d. J 2.2Hz) 8 38 
(1H. d. J 5.3Hz). 8.12 (1H. dd. J 8.8. 2.4Hz). 7.26 (2H, s). 7 22 (1H d J 
6.3Hz). 7.11 (1H, br t. J 5.0Hz). 6.59 (1H. d. J 8.8Hz). 4.73 (1H br s) 3 77" 

398 (M H)f 



/n-N-(3,4,«;.trimethnYYphor^Yl|_^ 



EXAMPLE fifi 
4-r2-f3-Amrnopro| ! 
pyrimidineamine 

from the compound of Example 35(250mg. 0.68mmol) and 1.3-diamino- 
propane (1.0ml. 1 1.89mmol) to give the tiii^^omefiun^ (i20mg) as a 
yellow sol.d m.p. 152-1530. 5H(d6 DMSO) 9.34 (1H. s). 8.83 (1H d J 
2.2HZ). 8.37 (1H. d. J 5.3Hz), 8.12 (1H. dd J 8.8. 2.4Hz). 7.26 (2H s) ' 7 21 
(1H. d. J 5.3HZ). 7.14 (IH. bt. J 5.5Hz). 6.53 (1H. d. J 8.8Hz). 3.77 (6H s) 
3.62 (3H, s). 3.34 (2H. p. J 7.0Hz). 2.61 (2H. t. J 6.7 Hz). 2.40 (2H br s) 
and 1.65-1.56 (2H. m). MS m/z 411 {M+H)\ ^ ^ or s) 

EXAMPLE fi7 

4^2.(2.DimPthYlaminoethYlamino>nvridin.c;.y .).M.p ^ ^ trimrth.,, u 
Phenvn-2. pvrimidineaminff 

from the compound of Example 35(250mg. 0.68mmol) and N.N-dimethyl- 
ethylenediamine (0.75mol. 14.17mmol) to give the iiti^comEsund (85mg) 
asanoff-whitesolldm.p. 110-1110. MS m/z 425.5 (M-hH)^ 
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EXAMPLE R» 

4>(2.f4.Hvdroxvhutvlaminobvririm-5-vlUM.( ^.c.>.;^ethoyVphonY.)-o- 

PVrimidingamino 

from the compound of Example 35(250mg. 0.68mmol) and 4-amino-1- 
butanol (0.750mg. 8.43mmol) to give the title comnnnnH (255mg) as a 
yellow solid m.p. 170-171o. MS m/z 4216 (M+H)+. 



^ridin.5-vl).N .f3.4.5.trimAth»vy - 



EXAMPLE fiQ 

4-r2W2-(Pvrrolidin.1-Yl )ethvlamino) 
Dhenvl^- 2-DvrimidinBaminA 

from the compound of Example 35 (250mg. 0.68mmol) and N-(2-amino- 
ethyl)pyrrolidine (0.75ml. 7.31mmol) to give the title comnnnnH (igimg) as 
a yellow solid m.p. 165-1660. MS m/z 451 (M+H)+. 

EXAMPLE 70 

4-(2-(2-Methvlamino)ethvlfmethvl^ami n o)Dvridin.f;.Yn.N.n4 , ^. 
trimethoifYp henvh-2-pyrimldineaminii 

from the compound of Example 35 (300mg. O.SImmol) and N N'- 
dimethylethylenediamine (0.61ml. 5.68mmol) to give the title comnnnnH 
(60mg) as a buff solid m.p. 115-1 16°. MS m/z 425 (M+H)+. 

EXAMPLE 71 

4-f2-f3-! sopropvlaminopropvtamino1 
phenvlV 2-pvrimidineaminp 

from the compound of Example 35 (300mg. O.SImmol) and N-isopropyl- 
1.3-propanediamine (0.51ml, 4.0mmol) to give the title comno..nH (208mg) 
as a pale yellow solid m.p. 124-1250. MS m/z 453 (M+H)+. 

EXAMPLE 72 

4.(2-f1-Benzvlplperid-4-vlamino^pvririin.s.Yi) .N-fa.4fi.trim^«i,^wY 
Phenyn-2 -pyrlmldineamino 

from the compound of Example 35 (500mg, 1.35mmol) and 4-amino-1- 
benzylpiperidine (514mg, 2.7mmol) to give the title comnn..nH (370mg) as 
a yellow solid m.p. 1 13-1 14°. MS m/z 527 (M+H)+. 
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EXAMPLE 73 

4-f2'(3-(MorDholino^prQpY laminQ^pvridm-5-yl)-M-( ^,A,i;. 
trimethoxyph«*n vn.2.pvrimiHineamine 

from the compound of Example 35(300mg, 0.81 mmol) and 3- 
5 (aminopropyOmorpholine (0.59ml. 4mmol) to give the title comp n.mH 
{300mg)asa white solid m.p. 165-166°. MS m/z481 (M+H)+ 

EXAMPLE 7A 

4.(2-f4-MethoxvphRnvlaminQ^pyriri. n.5-vn-N.(.qd , «;-trimethnvy. 
10 Phenvn-2.p vrimidfneam|ne 

from the compound of Example 35 (300mg. O.eimmol) and para-anisidine 
(200mg. 1.62mmol) to give the title comnn.mri {I70mg} as a yellow solid 
m.p. 209-210°. MS m/z 459 (M+H)+. 

15 EXAMPLE T.t? 

4-(2-(3-MethYlammopropvtfmethyi) ami no^Dyridin-«;-yn.N.( 3,d,t;- 
trimethoxyphenyn-2- pvrimidmPflmino 

In a manner analogous to Example 63 from the compound of Example 35 
(SOOmg) and N.N'-dimethyl-1.3-propanediamine (1.62ml. 13.0mmol) to 
20 give the title compound (31 mg) as a yellow solid, m.p. 103° MS m/z 43q 
{M+H)+. 

EXAMPLE 7fi 

4-f2-f2-HydroxvcvclohexvlaminolDvridin.^-y .VM-r3.4..i^.trimo*K>.^y, 
25 phenyt)-2- pyrimidineaminp 

from the compound of Example 35 (300mg. O.eimmol). trans-2-amino- 
cyclohexanoi hydrochloride (614mg, 4.05mmol) and triethylamine (0 56ml 
4.05mmol) to give the title compo.ind (147mg) as a yellow solid m p 147- 
148°. MS m/z 452 (M+H)+. 



30 



35 



EXAMPLE 77 

4.(2-f3.Dimethvlamino-2.2-dimethvinrQp yi.m.nQtpyririi».i;_y,^_,., ^^^^ 
trimethQxyphenvlW2- pvrimrdineamtno 

from the compound of Example 35 (300mg. O.SImmol) and N N 2 2- 
tetramethyl-1,3-propanedlamine (527mg. 4.05mmol) to give the'tjtie 
compound (147mg) as a white solid m.p. 125°. MS m/z 467 (M+H)+ 
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EXAMPLE 7ft 

4-f2-(3-DimethvlaminoDropYfam ino\pyridin.5.ylWN-(? ,4,^- 
tr}methox yDhenvi^.2-pvrimidin A 

from the compound of Example 35 (SOOmg. 0.81 mmol) and 3-dimethyl- 
aminopropylamine {248mg. 2.43mmol) to give the title comnnunH (2oimg) 
as a buff solid m.p. 170o. MS m/z 439 (M+H)+. 

EXAMPLE 

4-{2-(2-DiethYlaminoethvtfmethvnaminn) p vrjdin..'>.yi) .M.('>^ii^ 
trimethox yDhenyl).2.pvrimidine 

from the compound of Example 35 (300mg. 0.81 mmol) and N N-diethyl-N'- 
methylethylenediamine (316mg. 2.43mmol) to give the title comnnnnH 
(372mg) as a buff solid m.p. 1 1lo. MS m/z 467 (M+H)+. 

EXAMPLE an 

4.f2-(3-Diethvlamtnopropvlammo^pyr.riip .c-yn.M.^a^^g.,,i^^^^^^^. 
Phenvh-g -pyrimidingfln^ ino 

from the compound of Example 35 (300mg. O.SImmol) and N N-diethyl- 
am.nopropylamine (282mg. 2.43mmol) to give the title comnonnH (,46mg) 
as a yellow solid m.p. 67o. MS m/z 453 (M+H)+. 



EXAMPLE fll 

4.(2-(2-(1-Methvlnvrrolidin-2-yl)Pthyi ammo^pyririm.5.vn.M.^ a ^ .;. 
25 trimethQxy phenyn-2.pyrimidineaminA 

from the compound of Example 35 (300mg. O.SImmol) and 2-(2- 
aminoethyl)-1-methylpyrrolldine (512mg. 4.0mmol) to give the title 
compound (190mg) as a yellow solid m.p. 176-1770. MS M/z 465 (M+H)+. 

30 EXAMPLE ft? 

4•(2^f1-(Ethv^PVrrolidln-2-vl>met hvlaminQ) p Yridin-S■Y|) .M.(^^,/l^«^, 
trimethQxy-ph envh-2-pyrimidlneaminp 

from the compound of Example 35 (300mg). O.SImmol) and 2-(amlno- 
methyl)-1-ethylpyrrolidine (5.3mg. 4.0mmol) to give the title comnnnnH 
35 (240mg) as a yellow solid m.p. 81-82°. MS m/z 465 (M+H)+. 
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EXAMPLE 83 

4-f2-r2-Dimethylaminoethviret hvhamino\pvridin-fi.Yl).M.( .7,A,i;. 
trimethoxy phenyl>-2-pvrimidineaming. 

from the compound of Example 35(300mg, 0.81 mmol) and N,N-dimethyl- 
5 N'-ethylethylenediamine (282mg. 2.43mmol) to give the title comnoimH 
(193mg) as a yellow solid, m.p. 90°. MS m/z 453 (M+H)+. 

EXAMPLE 84 

4-(2-f4-Aminobutvtamino)Dvridin- 5-vn.N-r3.4.5-trimetho»yp hPn Yi).9. 
10 pvrimrdineaminc 

from the compound of Example 35 (300mg. 0.81 mmol) and 1.4-butane- 
diamine (705mg, S.Ommol) as a yellow, solid m.p. 209-201 o. 6H{d6 
DMSO) 9.35 (1H. s). 8.82 (1H. d, J 2.3Hz). 8.37 (1H. d. J 5.3H2). 8.11 
(IH. dd, J 8.9, 2.3Hz), 7.26 (2H. s), 7.21 (1H, d, J 5.3Hz). 7.15 (1H. br t. 
15 NH). 6.53 (IH. d, J 8.9Hz). 3.77 (6H, s), 3.61 (3H. s), 3.28 (2H. q. J 
6.0Hz). 2.58 (2H. t, i 6.9Hz), 1.58-1.53 (2H, m) and 1.97-1.39 (2H, m). 
MS m/2 425 (M+H)+. 

EXAMPLE 85 

4-(2-(2-Diethvlaminoethvlamin o)Dvridin-5.yh.N-f3.4.5-trlmethoxy- 
phenvl)-2-Dvrimidineamine 

from the compound of Example 35 (300mg, 0.81 mmol) and N,N-diethyl- 
ethylenediamine (282mg. 2.43mmol) to give the title comooiinri (50mg) as 
a yellow solid m.p. 67°. MS m/z 453 (M+H)+. 

EXAMPLE 86 

4-(2-(3-(4-Methvlpipera2in-1-vh propvlaminn^pvridin-5-yl).N-f ^,Ag- 
trimethQxyphe nvn-2-pyrimidineamine 

from the compound of Example 35 (350mg. 0.94mmol) and l-{3- 
aminopropyl)-4-methylpiperazine (629mg, 4.0mmol) to give the title 
compound (238mg) as a white solid m.p. 183-184°. MS m/z 494 (M+H)+. 
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Example 87 

4-(2»(2-Dimethvlaminoethvlfmet hvhaminQ)pyridin-5-vtUN-( :^,d,j;- 
trimethoxyphenyl)pyrimidine-2-aminp 

from the compound of Example 35 (30mg. 0.81 mmol) and N.N.N'- 
5 trimethylethylenediamine (400mg, 4.0mmol) to give the title compound 
(31 Og) as a yellow solid m.p. 97-98°. MS m/z 439 (M+H)+. 

EXAMPLE 88 

4-f2-(Piperid-4-vlamlno)pvridin-5-vl^-N.n.4,R.^ rimethQxyp hpn yi).9. 
10 pyrimldineamlne acetate 

To a solution of the compound of Example 72 (SOmg, O.ISmmol) as the 
acetate salt in ethanol (10ml) was added cyclohexadiene (0.095ml, 
I.Ommol) and 10% palladium on charcoal (lOOmg) and the reaction 
heated at reflux for 1 h. On cooling the reaction was filtered through a pad 
15 of Celite® and the filtrate concentrated under reduced pressure to give 
the title cpmppund (20mg) as a yellow solid m.p.87-88o. MS m/z 437 
(M+H)+. 

EXAimPLE 89 

20 N4-Phenvl-N2-(3.4.5-trimethoxvphen vh-2.4.Dvrimtdinedlaminft 

A solution of N-phenyl-2-chloro-4-pyrimidineamine (1.83g. 8.91 mmol) and 
3,4,5-trimethoxyaniline (1.83g, lO.Ommol) in acetone (10ml) and water 
(15ml) containing concentrated hydrochloric acid (0.2ml) was heated at 
reflux for lOh. On cooling the acetone was removed under reduced 

25 pressure, and the reaction taken to pHIO with 4N NaOH and extracted 
with ethyl acetate (2x75ml). The combined organic layers were dried 
(MgS04), concentrated under reduced pressure and the residue 
crystallised from ethyl acetate to give the title comp ound (2.41 g) as a 
colourless solid m.p. 191°. 5H (CDCI3) 8.04 (1H. d, J 5.8Hz), 7.37-7.34 

30 (4H. m). 7.16-7.10 (1H. m). 7.05 (1H, br s). 6.85 (2H. s), 6.68 (1H. br s). 
6.16 (1H. d, J 5.8Hz), 3.82 (3H, s) and 3.81 (6H, s). MS m/z 353 (M+H)+. ' 
The pyrimidineamine used as starling material was prepared by heating a 
solution of 2,4-dichloropyrimidine (4.0g, 26.8mmol). aniline (2.46ml, 
27.0mmol) and triethylamine (4.3ml, 30.0mmol) in ethanol (50ml) at reflux 

35 for 2h. On cooling a white precipitate was collectd which was washed with 
cold ethanol (100ml) and recrystallised from ethyl acetate to give the 
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desired product (S.OIg) as a colourless solid m.p. 186° MS/mz 206 
(M+H)+. 

The compounds of Examples 90-1 10 were prepared in a similar manner to 
the compound of Example 89 using the starting material shown. In each 
case the pyrimidineamine starting material was prepared from the 
available compounds shown in a similar manner to the pyrimidineamine 
starting material of Example 89: 
EXAMPLE qn 

N4-f4-f2-Hvdroxvethoxv)phenvn-N2.r3.4, M rimethoYyp honYi|o_>., 
pyrimidineamine 

from 2-chloro-N-(4-(2-hydroxyethoxy)phenyl)-4-pyrimidineamine(187mg 
0.70mmol) and 3.4.5-trimethoxyaniline (146mg. 0.8mmol) to give the title 
compound (18mg) as a colourless solid m.p. 212°. 5H (d6 DMSO) 9 09 
(1H. br s). 8.89 (1H. br s). 7.94 (1H. d. J 5.8Hz). 7.53 (2H. d. J 8 6H2) 
7.10 (2H. s). 6.86 (2H. d. J 8.6H2). 6.10 (1H. d. J 5.8Hz). 4.83 (1H t J 
5.6Hz).. 3.95 (2H. t. J 4.9H2). 3.71-3.68 (2H. m). 3.65 (6H. s) and 3 60 
(3H,s). MS m/z 413 (M+H)+. 

The pyrimidineamine starting material was prepared from 4.(2-hydroxy- 
ethoxy)aniline (481mg. 3.14mmol) 2.4-dichloropyrimidine (468mg. 
3.14mmol) and triethylamine (0.46ml. 3.25mmol) to give the desired 
product as a yellow solid m.p. 169°. f^S m/z 266{M+H)+. 

EXAMPLE Q1 

N4.f3,4-MethvlenedioxvDhenvn.N2.(.'^di;.»r .. neth«yYp h^»Y'V'>,^ 
pvrimidinediamlne 

from 2-chloro-N-(3.4-methylenedioxyphenyl)-4-pyrimidineamine (200mg 
0.85mmol) and 3,4,5-trimethoxyaniline (156mg, 0.85mmol) to give the tiHe 
compound (187mg) as a buff solid m.p. 1990. MS m/z 397 (M+H)+. 
The pyrimidineamine starting material was prepared from 3 4- 
methylenedioxyaniline (219mg. 1.60mmol) 2.4-dichloropyrimidine (250mg 
1.60mmol) and triethylamine (0.25ml. l.BOmmol) to give the desired 
product (215mg) as a buff solid m.p. 148°. MS m/z 250 (M+H)+. 
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EXAMPLE 92 
N4-(3-MethQ^ 
diamine 

from 2-chloro-N4-(3-methoxyphenyl)-4-pyrimidineamine (195mg 
0.83mmol) and 3.4.5-trimethoxyaniline (I52mg. 0.83mmol) to give the tiWe 
^^^POiind (189mg) as a white solid m.p. 78o. MS m/z 383 (M+H)* 
The pyrimldineamine starting material was prepared from meta-anisidine 
(O.ISmg. I.emmol), 2,4-dichloropyrimidine (250mg. 1.6mmol) and 
triethylamine (0.25mg. 1 .8mmol) to give the desired product (200mg) as a 
white solid m.p. 107o. MS m/z 236 (M+H)+. 



15 



20 



EXAMPLE 9a 

N4-(3-f2.Hvdroxvethvl)phPnvn-N2-r3.4f^.tnm»t h oxvnh^nY i).o,^- 
Dvrimidin ediamlne 

from 2-chloro-N-(4-(2-hydroxyethyi)phenyl)-4-pyrimidineamine (250mg 
I.Ommol) and 3.4.5-trimethoxyaniline (184mg. I.Ommol) to give the title 
compound (257mg) as a white solid m.p. 72o. MS m/z 397 (M+H)+. 
The pyrimidineamine starting material was prepared from 2-(4-amino- 
phenyl)ethanol (219mg. 1.6mmol) 2.4.dichloropyrimidine (250mg 
I.emmol) and triethylamine (0.25ml. I.Bmmol) to give the desired product 
(289mg) as an orange solid m.p. 163°. 



EXAMPLE 94 

N4-f4-fDiethviamino\nhenvh.N2.(?A.i;.tri methQ»Yp honYi)-o.>T- 
25 pvrtmidinediamine 

from 2-chloro-N-(4-(diethylamino)phenyl)-4-pyrimidineamine (250mg 

0. 9mmol) and 3.4.5-trimethoxyaniline (166mg. 0.9mmol) to give the tme 
compound (80mg) as a green solid m.p. 87o. MS m/z 424.5 (M+H)+. 

The pyrimidineamine starting material was prepared from N N-diethyl-l 4- 
30 phenyldiamine (263mg. 1.6mmol). 2.4-dichloropyrimidine (250mg 

1. emmol) and triethylamine (0.25ml, I.Bmmol) to give the desired prdocut 
(410mg) as a green solid m.p. 212°. MS m/z 277 (M+H).+ 
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EXAMPLE Qfi 

N4-(4-(3-Hvdroxvpronoxv^Dhenvn.M9.(q A.5-trimPthnvYp h.»y.|,o>, 
pvrimidinediamme 

from 2-chloro-N.{4-(3-hydroxypropoxy)phenyl)-4-pyrimidineamine (250mg. 
5 0.89mmol) and trimethoxyaniline (164mg. 0.89mmol) to give the tjtie 
compound (61 mg) as a white solid m.p. 69°. MS m/z 427 (M+H)+. 
The pyrimidineamine starting material was prepared (from 4-(3-hydroxy- 
propoxy)aniline (267mg, 1.60mmol), 2,4-dichloropyrimidine (250mg, 
I.eOmmol) and triethylamine (0.25ml, 1.80mmol).to give the desired 
10 product (383mg) as a pale orange solid m.p. 181°. MS m/z 280 (M+H)*. 

EXAMPLE 9fi 

N4-f3,4-Dimethoxvnhftnvn-N2.r3.4.?;.t rimethQ^Vp h^nYi)-o,>i- 
pvrimidinedtamin** 

from 2-chloro-N-(3.4-dimethoxyphenyl)-4-pyrimidineamine (250mg) and 
3.4.5-trimethoxyaniline (189mg. I.Ommol) to give the title comnnnnH 
(leOmg) as a light pink solid m.p. 86°. MS m/z 413 (M+H)+. 
The pyrimidineamine starting material was prepared from aminoveratrole 
(257mg, 1.60mmol). 2.4-dichloropyrimidine (2.50mg. 1.60mmol) and 
triethylamine (0.25ml. 1.80mmol) to give the desired product (357mg) as a 
purple solid m.p. 104° MS m/z 266 (M+H)+. 



15 
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EXAMPLE 97 

N4-f4-(4-Methvlpipera7tn-1-vl)phenvl>-N?.f3.A.^.trim^«K^.y pHrnYn 
25 2.4- pyrim idinediaminf* 

from 2-chloro-N-(4-(4-methylpiperazin-1-y|)phenyl)-4-pyrimidineamine 
(llOmg, 0.40mmol) and 3.4.5-trimethoxyaniline (66mg. 0.40mmol) to give 
the t i tle compound (80mg) as a white solid m.p. 104° MS m/z 451 
(M+H)+. 

30 The pyrimidineamine starting material was prepared from 4-(4. 
methylpiperazin-1-yl)aniline (511mg. 2.67mmol). 2,4-dichloropyrimidine 
(398mg. 2.67 mmol) and triethylamine (10.4ml. 2.94mmol) to give the 
desired product (1 lOmg) as a white solid m.p. 122°. 
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EXAMPLE 98 

N4-(3.5-DimethoxvDhenvn-N2-r3.4. 5-trimPthnvYphenvh-2.4- 
pvrimidinediamine 

from 2-chloro-N-(3,5-dimethoxyphenyl)-4-pyrimidineamine (150mg. 
5 0.56mmol) and 3.4.5-trimethoxyaniline (104mg. 0.56mmol) to give the tmg 
compound (162mg) as a white solid m.p. 180°. MS m/z 413 (M+H)+. 
The pyrimidineamine starting material was prepared from 3,5-dimethoxy- 
aniline (257mg, I.BOmmol). 2,4-dichloropyrimidine (250mg. l.60mmol) 
and triethylamine (0.25ml, 1 .SOmmol) to give the desired product (237mg) 
10 as a white solid m.p. 225°. MS m/z 266 (M+H)+. 

EXAMPLE 99 

N4-(4-Morphon nophenvl)-N2-(3.4.5-trimethnYYP > >envU.2.4- pYrimiriino. 
diamine 

15 from 2-chloro-N-(4-morpholiriophenyl)-4-pyrimidineamine (300mg. 
1.03mmol) and 3,4.5-trimethoxyaniline (189mg, 1.03mmol) to give the title 
compound (230mg) as a white solid m.p. 2140. MS m/z 438 (M+H)+. 
The pyrimidineamine starting material was prepared from 4-morpholino- 
aniline (285mg. 1.60mmol), 2.4-dichloropyrimidlne (205mg, 1.60mmol) 

20 and triethylamine (0.25ml, 1 .80mmol) to give the desired product (322mg) 
as a white solid m.p. 221°. MS m/z 291 (M+H)+. 

EXAMPLE 100 

N4-(3-Trifluoromethoxvphenvh.N2./a.4! ).trlmethQifyphenvn-2 4- 
25 pvrimidinediamine 

from 2-chloro-N-(3-trifluoromethoxyphenyl)-4-pyrimidineamine (230mg. 
0.79mmol) and 3.4,5-trimethoxyaniline (145mg, 0.79mmol) to give the title 
compound (220mg) as a white solid m.p. 154-156°. MS m/z 437 (M+H)+. 
The pyrimidineamine starting material was prepared from 3-trifluoro- 
30 methoxyaniline (354mg, 2.0mmol) 2.4-dichloropyrimidine (218mg, 
2.0mmol) and triethylamine (0.3ml, 2.20mmol) to give the desired product 
(240mg) as a white solid m.p. 161-163°. MS m/z 290 (M+H)+. 
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EXAMPLE 101 

N4-f2.Methvlben2imiria70l-5-vn-N2-r3.4 ,5-triniPthnyY p henvlaminn)- 
2.4-Dyrimidinediamine 

from 2-chloro-N-(2-methylben2imicia2ol-5-yi)-4-pyrimidineamine (250mg, 
5 0.96mmol) and 3.4.5-trimethoxyaniljne (1 76mg, 0.96mmol) to give the Me 
compound {36mg) as a white solid m.p. 179°. MS m/z 407 (M+H)+. 
The pyrimidineamine starting material was prepared from 5-amino-2- 
methylbenzimidazole (2147mg, 1.68mmol), 2,4-dichloropyrimidine 
(250mg. 1.68mmol) and triethylamine (0.25ml, I.SOmmol) to give the 

0 desired product (344mg) as a pale pink solid m.p. >300o. MS m/z 260 
(M+H)+. 

EXAMPLE 102 

N4.(4-(DtmethYlamlno)phenvn-N2-f3.4.5.tri m ethoxvp hPn Ylamino\.?4- 
5 pvrimidinediamine 

from 2-chloro-N-(4-(dimethylamino)phenyl)-4-pyrimidineamine (250mg. 
I.Ommol) and 2.3.4-trimethoxyaniline (184mg. I.Ommol) to give the tiUg 
compound (127mg) as a grey solid m.p. 215°. MS m/z 396 (M+H)*. 
The pyrimidineamine starting material was prepared from N.N-dimethyl- 

1 1 .4-phenylenediamine (228mg. 1 .68mmol) 2.4-dichloroprimidine {250mg. 
l.68mol) and triethylamine (0.25ml. I.eOmmol) to give the desired product 
(402mg) as a white solid m.p. 212°. 

EXAMPLE 103 

N4-(4-(EthoxvcarbonvlmethvnDhenviVM9.r3.4.5.trim.»th,.vYrhrnYl) 
2.4-Pvrimidinediamine 

from 2-chloro-N-(4-ethoxycarbonylmethyl)phenyl)-4-pyrimidineamine 
(1.74g, 5.97mmol) and 3,4,5-trimethoxyphenylaniline (1.09g, 5.97mmol) to 
give the title compound (I.OIg) as a white solid m.p. 143-1440. sh 
(CDCI3) 8.04 (1H. d. J 5.8Hz). 7.32 (2H. d, J 8.6Hz). 7.26 (2H. d. J 8.6Hz) 
7.01 (1H, brs). 6.86 (2H, s). 6.64 (1H, br s). 6.15 (1H. d. J 5.8Hz). 4.17 
(2H, q. J 7.1Hz). 3.82 (3H. s). 3.81 (6H. s), 3.60 (2H. s) and 1.27 (3H. t J 
7.1Hz). MS m/z 439 (M+H)+ 

The pyrimidineamine starting material was prepared from ethyl 4-amino- 
phenylacetate (1.79g. lO.Ommol) 2.4-dichloropyrimidine (1.49g, 
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lO.Ommol) and triethylamine (2.8ml. 20mmol) to give the desired product 
(2.88g) as a white solid, m.p. 151-152°. 

EXAMPLE lOA 

N4.(4.Ben2YloxYphenvl).N?.(3 4 5-trim.thovy pK..y.^.2.4.„,,,^,^,,„_ 
diamine 

from N-(4-ben2yloxyphenyl)-2-chloro-4-pyrimidineamine (25 Og 
SO.Ommol) and 3.4.5-trimethoxyaniline (14.7g. SO.Ommol) to give the title 
comE2und(18.6g) as a white solid m.p. 16M64o. MS m/z 459 (M+H)- 
The pyrimidineamine starting material was prepared from 4- 
benzyloxyaniline (20.0g. O.lmol). 2.4-dichloropyrimidine (15.0g 0 Imol) 
and triethylamine (15.0ml, O.llmol) to give the desired product OO.Og) as 
a cream solid m.p. 198°. MS m/z 312 (M+H)+. 

15 EXAMPLE in« > 

N4-(3-Ethoxvphftnvn.N?-/3 4.5-trl^mthnvYph. nvn.g^,p yH^;Hi»^. 
diamine 

from 2-chloro-N-(3-ethoxyphenyl)-4-pyrimidineamine (I25mg. o 5mmol) 
and 3.4.5-trimethoxyaniline (92mg. 0.5mmol) to give the title comnnnnw 
20 (1 57mg) as a white solid m.p. 79°. MS m/z 397 (M+H)+. 

The pyrimidineamine starting material was prepared from meta- 
phenetidine (0.15ml. 1.68mmol). 2.4-dichloropyrimidine (250mg 
1.68mmol) and triethylamine (0.25ml. I.SOmmol) to give the desired 
product (125mg) as a cream solid m.p. 97°. 

EXAMPLE infi 

N4-(4-Ben2Y|oxvcarhonvlmPthvlohPny iVMo.fo,4.5.tH^otH^.yp>^^nyn 
2.4-Dvrimid inediaminP 

from N-(4-(benzyloxy-carbonylmethyl)phenyl)-2-chloro-4-pyrimidineamine 
(3.14g. 8.90mmol) and 3.4.5-trimethoxyaniline (1.63g. 8.90mmol) to oive 
the title ppmpound (3.47g) as a white solid m.p. 141-143° 5H (CDCI3) 
8.04 (1H. d. J 5.8Hz). 7.36-7.24 (9H. m). 7.15 (1H. brs). 6 86 (2H s) 674 
(1H. br s). 6.15 (1H. d. J 5.8Hz). 5.15 (2H. s). 3.82 (3H. s). 3.81 (6H s) 
and 3.66 (2H, s). MS m/z 501 (M+H)+. 

The pyrimidineamine starting material was prepared from benzyl 4-amino- 
phenylacetate (4.82g. 20.0mmol). 2.4-dichloropyrimidine (2.98g. 
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20.0mmol) and triethylamine (5.60ml. 40.0mmol) to give the desired 
product (3.24g) as a white solid m.p. 149o. MS m/z 354 (M+H).-^ 



/rimidif 



EXAMPLE 107 

N4-/4.MethoxvDhenvh-N2-f3.4.5.trim»th»>,^ 
diamine 

from2-chloro-N-(4-methoxyphenyl)-4-pyrlmidineamine (315mg, i 30mmol) 
and 3,4.5-tnmethoxyaniline (270mg. 1.50mmol) to give the title comDn..nH 
(470mg) as a white solid m.p.210o. MS m/z 383 (M+H)+. 
The pyhmidineamine starling material was prepared from para-anisidine 
(616mg. S.Ommol), 2.4-dichloropyrimldine (745mg. 5.0mmol) and triethyl- 
amine {0.77ml. S.Smmol) to give the desired compound (450mg) as a 
white solid m.p, 250°. 



15 EXAMPLE in« 

N4.f3.BenzYloxvphPnvl).N?.(3 ^ S-trimPthnvYr^^^^y.v^ 1 ri ■ Uiliiiim 



from N-(3-benzyloxyphenyl).2-chloro.4-pyrimidineamine (2.0g 6 4mmol) 
and 3.4.5-tnmethoxyaniline (1.18g. 6.4mmol) to give the title comnn.,nH 
20 {2.60g) as a white solid m.p. I860. MS m/z 459 (M+H)*. 

The pyrimidineamine starting material was prepared from 3-benzyloxy- 
an.l.ne (5.0g. 25.0mmo!). 2,4-dichloropynmidine {3.7g. 25.0mmol) and 
triethylamine (3.8ml. 27.5mmol) to give the desired compound (4 95g) as a 
white solid m.p. 1 190. MS m/z 312 (M+H)+ 

25 

EXAMPLE mq 

N4.f1-Phenvls..lphonvlindn|.5.vl^.N9.( '. a .^- Mmethovyp ^.^y^,^ >, 
pvrimidinediaminp 

from 2-chloro-N-(1-phenylsulphonylindol-5-yl)-4-pyrimidineamine (1 09g 
30 2.70mmol) and 3.4.5-trimethoxyaniline (496mg. 2.70mmol) to give the liite 
cprppoMPd (950mg) as a white solid m.p. 1270. MSm/z 532 (M+H)+ 
The pyrimidineamine starting material was prepared from 5-amino-1- 
phenylsulphonylindole (I.Og, 3.9mmol). 2,4-dichloropyrimidine (577mg 
3.9mmol) and triethylamine (0.61ml) to give the desired product (1 20g) as 
35 an orange solid m.p. 158°. MS m/z 385 (M+H)+. 
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EXAMPLE 1in 

N4.CYclohexYl-N?.f3 4 '^.trimPthoryphPnyn 2.4.DvrimiHinoHio^.». 
from 2-chloro-N-cyclohexylamino-4-pyrimidineamine {200mg. 0 9mmol) 
and 3,4.5-tr.methoxyaniline (173mg. 0.9mmol) to give the title comnn..nH 
5 (173mg) as a white solid m.p. I6O-I6I0. sh (CDCI3) 7 91 (1H d J 
5.9H2). 6.90 (1H.S ). 6.87 (2H. s). 5.81 (1H. d, J 5.9Hz). 4.63 (1H br s)" 
3.86 (6H. s). 3.81 (3H. s). 2.00 (2H. m). 1.70 (4H. m) and 1.25 (4H m) 
MSm/2 359{M+H)+ m). 

The pyrimidineamine starting material was prepared from cyclohexylamine 
10 (0.4ml. 3.4mmol). 2.4-dichloropyrimidine (SOOmg, 3.4mmol) and triethyl- 
amine (0.5ml. 3.7mmol) to give the desired product (270mg) as a white 
solid m.p. 128°. MS m/2 212 (M+H)+. 

EXAMPLE 111 

N4-(1-Benzvtplperid-4-vl).N2-f3 4'>.trimethovY P>-°»v t^-2-4.ny ri»,;Hi»., 
diamine 

from N-(1-ben2ylpiperid-4-yl)-2-chloro-4-pyrimidlneamine (390mg 
1.3mmol) and 3.4.5-trimethoxyaniline (236mg, 1.3mmol) to give the title 
compound (126mg) as a white solid m.p. 1470. 5H (CDCIa) 7 90 (1H dTj 
20 5.8H2). 7.28 (5H. m). 6.94 (1H. s). 6.86 (2H. s). 5.81 (1H. d. J 5 8H2) 4 62 
(1H. br s). 3.85 (6H. s). 3.81 (3H. s). 3.53 (2H. s). 2.83 (2H. m). 2 16 (2H 
m). 2.01 (2H. m) and 1 .52 (2H. m). 

The pyrimidineamine starting material was prepared from 4-amino-1- 
benzylpiperidine (0.7ml, 3.4mmol). 2,4-dichloropyrimidlne (SOOmg 
25 3.4mmol) and triethylamine (0.5ml. 3.7mmol) to give the desired produci 
(650mg) as a white solid m.p. 136°. MS m/2 303 (M+H)+. 

EXAMPLE 11? 

N4.BenzY|.N2-f3.4.5-trimPthoxvDhPnyl^.?A.py.;^i^in^^i,^ 
from N-benzyl-2-chloro-4-pyrimidlneamine (1.5g. 6.83mmol) and 3 4 5- 
tnmethoxyaniline (1.31g. 7.17mmol) to give the title comr^nnnH (2 30g) as 
a white solid m.p. 167-1680. MS m/2 367 (M+H)+. 
The pyrimidineanine starting material was prepared from ben2ylamine 
(3.67ml. 33.56mmol). 2.4-dichloropyrimidine (5.0g. 33.56mmol) and 
triethylamine (5.14ml. 36.9mmol) to give the desired product (4.21g) as a 
white solid, m.p. 135-136°. MS m/2 220 (M+H)+. 
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EXAMPLE 11 a 

N2.f3.4-Diinethoxv-5-(methvlthio^Dhenvh.MA.f '^. ^ethQyv phonY|vo a. 
pvrimidinediaptno 

from 2-chloro-N-(3-methoxy-phenyl)-4-pyrimidineamine (0.59g 2 Simmol) 
[see Example 92] and 3.4-dimethoxy-5-(methylthio)aniline (0 SOg 
2.51mmol) to give the title compo.md (0.91g) as a white solid m p 68-70o' 
6H (CDCI3) 8.02 (1H. d. J 5.8H2). 7.40 (IH, br. s), 7.26 (IH, n^). 7 08 (1h' 
d. J 2.2H2). 6.90 (4H. m). 6.68 (IH, dd, J 8.2, 2.2H2), 6 20 (1H d J 
5.8H2). 3.82 (3H. s). 3.79 (3H. s). 3.77 (3H, s) and 2.35 (3H. s) MS m/I 
399(M+H)+. ' 

The aniline starting material was prepared by treating a solution of 1 2- 
dimethoxy-3-(methylsulphinyl)-5-nitroben2ene (1.64g, 6.69mmol) "in 
methanol (20ml) and concentrated hydrochloric acid (20ml) was treated 
with anhydrous tin (II) chloride (7.15g. 37.7mmol) and the resulting mixture 
refluxed for 1.25h. On cooling to room temperature the mixture was 
poured into excess 1M NaOH solution and extracted with CH2CI2 The 
organic extract was dried (MgS04) and evaporated to afford the desired 
product (1.33g) as an off-white solid m.p. IO6-IO70. MS m/z 199 (M+H)*. 

EXAMPLE 114 

N2.(3.4-Dimethoxv-S-mpthvlDh^nYl) -M.r. ( 3.methnvY ph^»yf|,?>, 
PvrimidinediaminA 

from 2-chloro-N-(3-methoxyphenyl)-4-pyrimidineamine (l.93g) [see 
Example 92) and 3,4-dimethoxy-5-methylaniline (1.50g) to give the title 
corr!Esund(2.53g) as a pale pink solid m.p. 66-68°. 6H (CDCI3) 8 02("lH 
d. J5.8H2). 7.39 (IH. br s). 7.23 (1H. t. J8.IH2). 7.08 (1H. m), 7 05 (1h' 
brs). 6.97-6.91 (2H. m), 6.86 (1H. d, J 2.OH2). 6.69-6.65 (1H m) 6 18 
(IH. d. A 5.BH2). 3.77 (3H, s). 3.75 (6H. s) and 2.22 (3H. s). MS m/2 367 
30 (M+H)+. orrvzcJD/ 

The aniline used as starting material was prepared according to the 
methods of I Sancheze^j/ : Tetrahedron 41. 2355 (1985). 
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EXAMPLE 11 

N2-(3.4-Dimethoxvphenvh.N4W3.methnvyph^ny,^ ?.1 
pvrimidinediamin«i 

from 2-chloro-N-(3-methoxyphenyl)-4-pyrimidineamine (0.77g 3 27mmol) 
5 [see Example 92] and 3.4-dimethoxyaniline (0.50g. 3.27mmoli to give the 
titig POmpQund (0.89g) as a beige solid m.p. 135-138°. 5H (CDCI3) 8 03 
(1H. d. J 5.8H2), 7.22 (2H, m), 7.13 (1H, br s). 7.02 (1 H. dd. J 8 6 2 3H2) ' 
6.97 (1H, m). 6.92 (1H. m). 6.82 (1H. d. J 87.6H2). 6.77 (1H br's) 6 68 
(1H. dd. J 8.2. 2.3Hz). 6.18 (1H. d. J 5.8H2). 3.86 (3H. s). 3.83 (3H. s) and 
10 3.77 (3H.S). MS m/z 353 (M+H)+. 

EXAMPLE 11 B 

N2-(3.Chloro-4,5-dimethoxvDhi»nvl) .N4.r3-mi:>thovynh6nyi) .9.ii. 
pvrimidin ediamine hvdrochloridi* 

1 5 from 2-chloro-N-(3-methoxyphenyl)-4-pyrimidineamine (O.SOg. 2 1 Smmol) 
(see Example 92] and 3-chloro-4.5-dimethoxyaniline (0.40g. 2.13mmol) to 
give the title compound (0.55g) as a white sold m.p. 204-205O 6H (d6 
DMSO) 11.19(1H.br.s).10.85(1H.brs).8.00(1H.d.J7.1Hz) 723(4H 
m). 7.12 (1H. d. J 4.4H2). 6.75 (1H. m). 6.59 (1H. d. J 7.1Hz). 3.74 (3H s)' 
20 3.69 (3H. s) and 3.65 (3H, s). MS m/z 387 (M+H)+. ' * 

The aniline starting material was prepared in a similar manner to the 
analogous aniline of Example 113. from 1-chloro-2.3-dimethoxy-5- 
nitrobenzene (1.08g, 5.82mmol). to give the desired product (0.85g) as a 
white solid m.p. 66-680. MS m/z 188 (M+H).+ 

The 1-chloro-2.3-dimethoxy-5-nitrobenzene was prepared by heating a 
solution of 3-chloro-4,5-dimethoxyben2oic acid (3.50g. 16.2mmol) in 
glacial acetic acid (15ml) and 70% nitric acid (15ml) at 60° for 1h The 
reaction was poured onto ice-water and the white precipitate which formed 
was filtered off. washed with water and dried in_ya£uo and washed 
thoroughly with hexane. The hexane washings were evaporated and the 
residue subjected to column chromatography [silica 20% ethyl acetate- 
hexane] to give the desired product (l.03g) as a white solid m p 104- 
105°. MSm/2 217(M+H)+. 

The acid used as starting material was prepared according to the method 
35 of Y. Ohtani et_al. Acta. Chem. Scand., Ser B. B3g, 613 (1 932) 
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EXAMPLE 117 

N2-f3-Benzvloxv-4.5-dimethovY phenvlWN4.(a-methoxy phpnYi).oA- 
pvrimidinediamine 

from 2-chioro-N-(3-methoxyphenyi)-4-pyrimidineamine (162mg. 0.69mmol) 
5 [see Example 92] and 3-benzyloxy-4,5-dimethoxyaniline (180mg, 
0.69mmol) to afford the title compound (255mg) as an off-white solid m p 
83-840. 6H {CDCI3) 8.01 (1H. d. J 5.8H2). 7.45-7.22 (6H. m). 6.95 (3H 
m), 6.90 (1 H. d. J 7.6H2). 6.79 (1 H. d. J 2.4H2). 6.68 (1 H. d. J 7.6H2) 6 48 
(1H. s). 6.17 (1H. d. J 5.8Hz). 5.11 (2H. s). 3.86 (3H. s). 3.82 (3H s) and 
10 3.78 (3H,s). MS m/2 369 (M-hH)+. 

The 3-benzyloxy-4.5-dimethoxyanlline was prepared by heating a solution 
of 1-ben2yloxy.2.3.dimethoxy-5-nitroben2ene (1.80g. 6.23mmol) in 
ethanol (15ml) with saturated aqueous sodium hydrosulphite (20ml) at 
reflux for 2h. An additional quantity of sodium hydrosulphite (20ml) was 
15 added and reflux continued for a further 4h. The reaction mixture was 
reduced to a small volume then diluted with water and extracted three 
times with ethyl acetate. The organic phase was dried (MgS04) and 
evaporated to give the crude product which was recrystallised from ether- 
hexane to give the desired product (356mg) as a white crystalline solid 
20 m.p. 118-120°. MS m/2 260 (M+H)+. 

The 1-ben2yloxy-2.3-dimethoxy-5-nitroben2ene used as starting material 
was prepared by treating a solution of 1 -ben2oyl-2.3-dimethoxyben2ene 
(7.25g. 29.66mmol) in glacial acetic acid (15ml) portionwise with 70% nitric 
acid (2.84ml) at room temperature. After 2h, the reaction mixture was 
25 poured into ice-water and extracted with ethyl acetate. The organic phase 
was washed with 1 M NaOH. then brine, dried (MgS04) and evaporated 
The crude product was purified by column chromatography [silica 20% 
ethyl acetate-hexane] to give, after recrystallisation from CHgCls-hexane 
the desired product (1.89g) as a white solid m.p. 101-102°. MS m/2 
30 (relative intensity) 289 [(M+H)+. 2%] 91 [1 00%]. 

1-Ben2yloxy-2.3-dimethoxyben2ene was prepared by the method of F 
Dietl elal Synthesis. 626 (1985). 
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EXAMPLE 11R 

N2-f3-Acetamido-4 . 5-ftimethoxvphenvh.NA.( a.mo»h» xvDhenYl) 9.ii. 
PVrimidinediamino 

from 2-chloro-N-(3-methoxyphenyl)-4-pyrimidineamine (0.81 g. 3.43mmol) 
5 [see Example 92] and 3-acetamido-4.5-dimethoxyaniline (0.70g. 
3.43mmol) to give the title compound (573mg) as an off-white solid m p 
195-197°. 5H (d6 DMSO) 9.26 (IH. s) 9.10 (1H, s). 9.01 (1H. s), 7.97 
(1H. d. J 5.7Hz). 7.74 (IH, s). 7.46-7.25 (3H. m). 7.15 (IH, t. J 8 1 Hz) 
6.54 (IH. d. J 8.1Hz). 6.18 (IH. d. J 5.7Hz). 3.67 (9H. m) and 2.06 (3H s)' 
10 MSm/z410 (M+H)+. 

The 3-acetamido-4.5-dimethoxyaniline was prepared in an analogous 
manner to the compound of Example 38. from 1-acetamido-2,3- 
dimethoxy-5-nitrobenzene (1.65g, 6.88mmol) to afford the desired product 
(1.37g) as a brown solid m.p. 158-160°. MS m/z 211 (M+H)+. 

15 The 1-acetamido-2,3-dlmethoxy-5-nitrobenzene was prepared in an 
analogous manner to the nitrobenzene of Example 1 17 from 1-acetamido- 
2.3-dimethoxybenzene (1.91g, 9.8mmol) to give the desired product 
(1.70g) as a white solid m.p. 83°. MS nri/z 241 (M+H)+. 
The 1-acetamido-2.3-dimethoxybenzene was prepared by treating a 

20 solution of 2.3-dimethoxyaniline (1.70g. Il.lmmol) in carbon tetrachloride 
(25ml) with methanol (0.2ml) followed by acetic anhydride (3.67g, 
36.0mmol) and heating the resulting mixture at reflux for 1h. The cooled 
reaction mixture was diluted with CHsCIa, washed with water, dried 
(MgS04) and evaporated to give the desired product (2.1 1g) as a beige 

25 solid m.p. 164-165°. MSm/z 196 (M+H)+. 



EXAMPLE 119 

5-Bromo-N2.N4-BisrtrimethoxvDhenYl).9 ,4-DvrimidmAriiami»^ 

from 5-bromo-2-chloro-N-(3.4,5-trimethoxyphenyl)-4-pyrimidineamine 
30 (936mg. 2.5mmol) and 3,4.5-trimethoxyaniline (459mg, 2.5mmol) to give 
the title compound (160mg) as a white solid m.p. 186-191°. 5H (CDCI3) 
8.16 (IH, s). 7.45 (IH, br s). 6.98 (IH, br s). 6.77 (2H, s). 6.74 (2H s) 
3.83 (3H. s). 3.80 (3H. s). 3.71 (6H. s). 3.66 (6H. s). MS m/z 523 [(M+H)-' 
81 Br.1 00%] 521 [(M+H)+, 79Br, 100%]. 
35 The pyrimidineamine starting material was prepared from 5-bromo-2 4- 
dichloropyrimidine (1.14g, 5.0mmol). 3.4.5-trimethoxyaniline (916mg. 
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S.Ommol) and triethylamine (0.77ml, 5.5mmol) following the method used 
for the pyrimidineamine starting material in Example 89. This gave the 
desired compound as a white solid (1.71g) m.p. 185-1860. MS m/z 378 
[(M+H)+, 22%]. 376 [(M+H)+ 100%], 374 [(M+H)^ 78%]. 

5 

EXAMPLE Ign 

N4-(4-HvdroxvphenvlVN2.r3.4.S.trim ethoxvphPnyi).2.4.pvrimiriino. 
diamine 

In a manner analogous to the preparation of the compound of Example 49 
10 from the compound of Example 104 (3.0g, 6.55mmol). ammonium formate 
(1.20g. 19.60mmol) and 10% palladium on carbon (300mg) to give the title 
compound (2.40g) as a white solid m.p. 112-1 15°. 5H (CDCI3) 7/96 )1H. 
d. J 5.9Hz). 7.16 (2H. d, J.8.7Hz), 7.06 (1H, s). 6.83 (1H. s), 6.80 (3H m) 
6.68 (1H. s). 6.01 (1H. d, J 5.9Hz). 3.79 (3H. s) and 3.78 (6H, s) MS m/z 
15 369(M+H)+. 

EXAMPLE 121 

N4-(4-f3-Aminopropoxv>phenvn-N2.m.A,? ;.trimethnyyp ho»Yl)-?,1 
pvrimidinediamine dihvdrochloride 

20 In a manner analogous to the preparation of the compound of Example 48 
from N4-(4-(3-phthalimidopropoxy)phenyl)-N2-(3.4,5-trimethoxyphenyl)- 
2.4-pyrimidinediamine (400mg. 0.72mmol) and hydrazine monohydrate 
(0.1ml. 2.16mmol) to give the title compound (I08mg) as a buff solid m p 
258°. 5H {d6 DMSO) 11.04 (1H. s). 10.54 (1H. s), 8.08 (3H. s). 7.91 (1h! 

25 d. J 7.3Hz). 7.55 (2H. m), 6.86 (2H, d. J 8.7Hz), 6.78 (2H. s), 6.49 (1H s) 
4.03 (2H. m). 3.65 (9H, s), 2.94 (2H. m) and 2.02 (2H, m). ' MS m/z 426 
(M+H)+. 



30 



The pyrimidinediemine starting material was prepared according to the 
method of Example 45 from the compound of Example 120 and 3- 
bromopropylphthalimide 
EXAMPLE 122 

N4-f4-(Carboxvmethvl)phenvlWN2.(.'^. 4.5-trimPthnvYphenvlV?d. 
pvrimidinediamine 

35 The compound of Example 103 (250mg. 0.57mmol) in a solution of 
ethanol (10ml) containing 6N aqueous NaOH (2.0ml) was heated a reflux 
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25 



for 2h. On cooling the ethanol was removed under reduced pressure and 
the basic solution brought to pH 5 with 2M hydrochloric acid. The resulting 
solution was concentrated under reduced pressure, and the residue taken 
up in hot ethanol (20mi). This solution was filtered and the filtrate 
evaporated under reduced pressure to give a residue which was 
crystalised from ethanol to give the title comno..nH (sgmg) as a white solid 
m.p. 144-150°. MS m/z 41 1 (M+H)+. 

EXAMPLE 19a 

N4-f4-ffe/t-Butoxvcarbonvlmpthoxv^DhPnvi) .M2.f3.4f;.trimoth^.y_ 
Dhenvn-2. 4-Dvrimidmediamine 

In a manner analogous to the preparation of the compound of Example 50 
from the compound of Example 120 (500mg. 1.40mmol). /erf-butyl 
bromoacetate (0.2ml. 1.40mmol) and NaH (60% dispersion in oil) (60m| 
LSOmmol) to give the title compoiind (380mg) as a green solid m p 1390' 
MS m/z 483 (M+H)+. 



EXAMPLE 124 

N4-f4.(2-Hvdroxvethvhr>henvn.N9wa a g- ^rimethoYvp h^^nYiyo a 
20 pvrimidinediamine 

In a manner analogous to the preparation of the compound of Example 62 
(267mg. 0.5mmol) from the compound of Example 1.06 and LiAIH4 {40mg 
l.lmmol) to give the title compound (I08mg) as a light pink solid m p' 
1720. MS m/z 397 (M+H)+. 



EXAMPLE 12fi 

N4-f4.(Carboxvmethovv)phenvh.N9.(f^. A.5.trimfithnvY rK^»YM?,1 
pvrimidinediamine 

A solution of the compound of Example 123 (300mg, 0.62mmol) in CH2CI2 
30 (20ml) was treated with trifluoroacetic acid (3.0ml) and stirred at room 
temperature for 5h. After this time the reaction was concentrated under 
reduced pressure to give a brown oil, which was subjected to column 
chromatography [silica CHaCla/methanol/acetic acid/water 86.5:10:2-1 5] 
to give the title compound (123mg) as a white solid m.p. 1590 after 
35 recrystallisation from methanol. MS m/z 427 (M+H)+. 
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EXAMPLE 12fi 

4.PhQnoxv.N2-f3.4,5-trtfnPthoxvphPn yl) ^.pvrimidineaminP 
2.Methylsulphonyl-4-phenoxypyrimidine (0.76g, 3.04mmol) and 3 4 5- 
trimethoxyanillne (0.56g. 4.0nimol) were heated as a melt at 140° for 2h 
On cooling the residue was partitioned between ethyl acetate (50ml) and 
2M hydrochloric acid (50ml). and the organic layer was washed with water 
(50ml). dried (MgS04) and concentrated under reduced pressure The 
residue was subjected to column chromatography (silica 20% ethyl 
acetate-hexanej to give the title compound (I8mg) as a white solid m p 
149° after recrystallisation from ethyl acetate. 6H (CDCI3) 8 26(1H d J 
5.6H2). 7.39 (2H. m). 7.26 (IH.m). 7.18-7.15 (2H. m). 6.73 (2H s) 6 31 
(1H. d. J 5.6H2). 3.77 (3H. s) and 3.64 (6H. s). MS m/z 354 (M+H)* 
The pyrimidine used as starting material was prepared by the addition of 
50% 3-chloroperoxyben20ic acid (15.19g, 88.0mmol) to a solution of 4- 
phenoxy-2-thiomethylpyrimidine (5.0g. 22.9mmol) in CH2CI2 (100ml) at oo 
The resulting mixture was allowed to rise to room temperature over 12h 
and was then washed with 2M aqueous NaOH (2x100ml). saturated 
aqueous sodium sulphite (2x100ml). dried (MgS04) and concentrated 
under reduced pressure. The residue was subjected to column 
chromatography to give the desired product (0.81 g) as a colourless oil oH 
(CDCI3) 8.49 (1H. d. A 5.5H2). 7.45 {2H. t. J 8.OH2). 7.33-7.26 (1H m) 
7.19-7.16 (2H, m). 6.85 (1H, d. J 5.5H2) and 3.23 (3H, s). 
The 4-phenoxy-2-thiomethylpyrimidine used as starting material was 
prepared by heating a solution of 4-fluoro-2-thiomethylpyridine [N Pie §! 
a/.. J. Het. Chem. 31. 1311-1315 (1994)] (9.98g. 69.3mmol) and phenol 
(6.58g. 70.0mmol) in dry DMF (lOOmI) in the presence of caesium 
carbonate (22.8g. 70.0mmol) at 40° for 6h. The reaction was 
concentrated in v^guo and the residue was partitioned between ethyl 
acetate (100ml) and water (100ml). The organic layer was dried (MgS04) 
concentrated under reduced pressure and the residue subjected to column 
chromatography [silica 40% ethyl acetate-hexane] to give the desired 
product (7.01g) as a colourless oil. 5H (CDCI3) 8.33 (1H dd J 4 7 
0.9Hz). 7.40 (2H. dd. 8.0. 1.1Hz). 7.26 (1H. m). 7.23 (2H. m), 6 46 (1H dd' 
J 4.7. 0.9Hz) and 2.37 (3H,s). MS m/z 219 (M+H)+. ' ' 
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EXAMPLE 127 

N,N.Bis(3.4,5.TrimPthovvDhenvn-9,d.py.i^,di„edi^^i„, 
A solution of 2.4-dichloropyrimidine (i.Og, 6.7mmol) 3 4 5- 
tnmethoxyaniline (2.5g. 13.4mmol) and triethylamnine {1.8ml. i2.6mmol) 
5 was heated at reflux for 5h. On cooling the resulting precipitate was 
cdlected and rec^stallised from ethyl acetate to give the taie^omEound 
(450mg) as a purple solid m.p. 180°. MS m/z 443 (M+H)+. 

EXAMPLg 19f^ 

4-Ben2ov|.N.f34,5.trim^thovv pho„y.|_o_pyrimimiii_LMjm 
To a solution of N-methoxy-N-methyl-2-(3.4.5-trimethoxyphenylamino)- 
pynm.dine-4-carboxamide (0.82g. 2.30mmol) in THF (40ml) cooled to -78o 
under a nitrogen atmosphere was added phenylmagnesium bromide 
(Aldrich IMrrHF] (6.90ml. 6.90mmol) dropwise. On completion of addition 
the reaction was left to warm to room temperature over 3h and aqueous 
NH4CI solution (10ml) was then added and the mixture concentrated 
under reduced pressure. The residue was partitioned between water 
(20ml) and ethyl acetate (40ml). the organic layer dried (MgSO^) and 
evaporated. The residue was subjected to column chromatography [silica 
50% hexane-ethyl acetate] and after recrystallisation from ethyl acetate 
hexane the title compotind (123mg) was obtained as a yellow solid m o 
1350. 6H (CDCI3) 8.65 (1H. d. J 4.8Hz). 8.05 (2H. dd. J 5 1. 2 OH^y 61 
(1H. dd. J 5.3. 2.OH2), 7.46 (2H. m). 7.24 (1H. d. J 4.8H2). 3 79 (3h's) 
and 3.63 (6H, s). MS m/z 366 (M+H)+. 

The pyrimidine-4-carboxamide used as starting material was prepared bv 
treating a solution of 4-carboxy-N-(3.4.5-trimethoxyphenyl)-2-pyrimidine- 
amme hydrochloride (2.0g. 5.86mmol) and triethylamine (2 OmI 
14.0mmol) in CH^CI^ (40ml). cooled to -20° under a nitrogen atmosphere 
w,th .sobutylchloroformate (1.1ml. 7.0mmol). The resulting mixture was 
strrred for 20min. before N.O-dimethylhydroxylamine hydrochloride 
(683mg. 7.0mmol) and triethylamine (1.0ml, 7.0mmol) were added and the 
reaction allowed to wami to room temperature over 3h. After washing with 
2M hydrochloric acid (1x50ml) and 2M NaOH solution (1x50ml) the 
reaction was dried (MgS04) and concentrated under reduced pressure 
The residue was subjected to column chromatography (silica ethyl acetate! 
to g,ve the desired product (1.02g). as a yellow oil. 5H (CDCI3) 8 51 (1H 
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d. d 4.9H2). 7.21 (1 H. br s). 6.92 (3H. br s), 3.86 (6H. s). 3.82 (3H, s). 3 69 
(3H. brs) and 3.36 (3H,s). MS m/z 349 (M+H)+. 

The 4-carboxy-N.(3.4.5-trimethoxyphenyl)-2-pyrimidineamine hydro- 
chloride was prepared by heating a solution of 4-cyano-N-(3 4 5- 
tnmethoxyphenyl)-N-pyrimldineamlne (2.88g. 10.49mmol) in aqueous 2N 
NaOH (60ml) and ethanol (10ml) at reflux for 3h. On cooling the reaction 
mixtrure was adjusted to pH 3 with 2M hydrochloric acid, and the resulting 
precipitate collected and dried to give the desired product (2.7g) as an 
orange solid m.p. 241°. MS m/z 306 (M+H)+. 

The 4-cyano-N-(3.4.5-trlmethoxyphenyl)-2-pyrimldineamlne was prepared 
by heating a solution of 2-chloro-4-cyanopyrimidine [G. Davies eiaj. j 
Het.Chem. 1.130-133.(1963)] (11,0g. 78.8mmol). 3.4.5-trimethoxy 
aniline (I4.4g. 79.4mmol) and triethylamine (12.0ml) in ethanol at reflux for 
4h. On cooling the resulting precipitate was collected and dried to give the 
desired product (13.70 g) as a yellow solid m.p. 1650. MS m/z 287 
(M+H)+. 



20 



25 



EXAMPLE 1gQ 

N.Phenvl-2.f3.4 . .S.trimethoxvphPnvlaminn^ny rin,.-wi»^_4.^^,h»..m;H. 

In a manner analogous to the preparation of the pyrimidine-4-carbox 
amide intermediate of Example 128. from 4-carboxy-N.(3 4 5- 
tnmethoxyphenyl)-2-pyrimidineamine hydrochloride (1 Og 2 92mmol) 
isobutylchloroformate (0.4ml, 3.07mmol), aniline (0.28ml. 3.07mmol) and 
triethylamine (1.22ml. 8.76mmol) to give the iitie^omEound (655mg) as a 
yellow solid m.p. 158-159o. 5H (CDCI3) 9.66 (1H. br s). 8 67 (1H d J 
4.9H2). 7.71-7.67 (2H. m), 7.58 (1H. d, d 4.9Hz). 7.40-7.34 (3H m) 7 19- 
7.14 (1H. m). 6.88 (2H. s). 3.87 (6H. s) and 3.86 (3H. s). MS m/z 381 
(M+H)+. 



30 EXAMPLE 130 

4-PhenYlsulphonamirio-N?.n ^ '> trf mPthnxvDhenvn.o.p Yri».=>ifnr 
amine 

A solution of 2-chloro-4.phenylsulphonamidopyrimidine (250mg 
0.93mmol) and 3.4.5-trimethoxyanillne (187mg. i.02mmol) in 
ethoxyethanol (5ml) was heated at 140° for I2h. After this time the 
solvent was evaporated under reduced pressure and the residue 



35 
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part.t.oned between ethyl acetate (10ml) and water (10ml). The organic 
ayer was washed with water (2x25ml). dried (MgSO.) and evap ate, 
and the resulting solid subjected to column chromatography [silica ethvl 
- W give the tm^m^ (I87mg) as a buff so id^ "^^^^^^^^^^^^^ 
5H (CDCI3) 8.11 (1H. d. J 5.9HZ). 7.92 (3H. m). 7.57 (1H. m) 7 50 fsH 

^4^^^°'°'"-'^'"''"''^ by heating 

29_OmmoO and potassium, carbonate (3.3g. 24.0mmoO in DMA (25ml) f'; 
0.75h). The reaction was cooled to 5°. water (20ml) added and adiustPd 
to PH2^5 With 2M HCI. The resulting precipitate wai collected to g^et 
desired product (1.8g) as a light yellow solid m.p. .540. ms m/z 270 

EXAMPLE 

To a solution of diphenylphosphorylazide (0.92ml. 4.3mmol) in te^bulvl 
alcoho, , om,) was added .riethylamlne „,2„,, s.Smrno,, and .-L^^. 
N-(3.4.5-lr,methoxyphenyl).2-pyrimldineamine (I.Og 2 9mmoll K»l 
Example ,21, and .he nnix,.e hea.ed a, ra,,ux .o, 2h.' Ane Mh^U 
c^ven was evaporated and the residue partitioned between ethyl acltl e 

(lOOrnl,, dried (MgSO.) and concentrated under reduced pressu e 
Column Chromatography [silica 2% methanol CHjCW gave the title 
ssmmm (SSOmg) as a light yellow solid m.p. ,240. 8H (CDCh) 8 27 ^ 
d. i 5.8HZ), 7.45 „H, br s), 7.32 „H, d, J 5.8Hz,, 7.20 (,H br s, 
(2H, s,, 3.85 (6H, s), 3.8, <3H. s, and ,.53 (9H, s). MS J377'MtH)' 

EXAMPLF Tt p 

4-PhenYlwrhn«amido.N.(3 4 ^-trlmetho>v piMnyU,a^Bytimid^^ 
In a manner analogous to the P'oparation^TftTwri;;;;^^ 
intermediate of Example ,28, from benzoic acid (66ma 0 s^lT? 
isobutylchloroformate ,0.078ml, 0.6mmo„ N2.(3.4,5-,rime,hcx phenyl 
2.4.py„m,d,nediamine (,50mg, 0.54mmol) ,0 give the liUgJ^aM 
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(30mg) as a White solid m.p. 88-89°. 5H (CDCIa) 8.39 (IH. d, J 5.6Hz) 
8.32 (1H. brs). 7.89-7.85 (2H. m), 7.74 (1H, d. J 5.6H2). 7.64-6.50 (3H m)" 
6.99 (1H. br s). 6.85 (2H. s). 3.88 {6H. s) and 3.84 (3H, s). MS m/z 381 
(M+H)+. 

5 The N2-(3.4.5-trimethoxyphenyl)-2.4-pyrimidinediamine used as starting 
material was prepared by treating a solution of the compound of Example 
131 (600mg. 1.6mmol) in methanol (10ml) with 2M hydrochloric acid 
(10ml). which was then heated at reflux for 2h. On cooling the methanol 
was evaporated and the aqueous solution adjusted to pH 12 with 2N 
10 aqueous NaOH. The basic solution was extracted with CH2CI2 (3x30ml). 
then the combined organic extracts were washed with saturated brine 
(1x20ml). dried (MgS04) and concentrated under reduced pressure to give 
the desired product (340mg) as a light yelllow solid m.p 89° MS m/z 277 
(M+H)+. 



15 



EXAMPLE laa 
diamine 

In a manner analogous to the preparation of the compound of Example 49 
20 from the compound of Example 1 1 7 (200mg. 0.44mmol) to give the m 
compound (109mg) as a white solid m.p. 94-970. 5H (d© DMSO) 9 24 (1H 
s). 8.86 (IH. s). 8.84 (1H. s). 7.97 (1H. d. J 6.OH2). 7.32 (1H. d. J 9 2Hz)' 
7.26 (IH. s), 7.17 (IH, t. J 8.IH2). 6.89 (2H. m). 6.54 (IH. d, J 8 3Hz)' 
6.17 (IH. d. J 5.7Hz). 5.73 (3H. s). 5.69 (3H. s) and 3.63 (3H s) 
25 ^ ' I- 

The compound of Examples 134-137 were prepared in a similar manner to 
the compound of Example 1 from the starting materials shown- 
EXAMPLE 134 

S-Methoxv-4-phenvl-N.f3 4 '^-trimethnvyp h.oyn.2.pvrim;Hino.^i». 

30 from 3.4.5-trimethoxyphenylguanidine nitrate (1.43g. 5.0mmol) 3- 
dimethylamino-2-methoxy-1.phenyl-2-propen-1-one (1 .03g, 5.0mmol) and 
NaOH (220mg) to give the title compound (200mg) as straw coloured 
crystals m.p.1 68-1700. 5H (d6 DMSO) 9.36 (IH. brs). 8.47 (IH s) 8 09 
(2H, m). 7.48 (3H, s). 7.26 (2H. s). 3.88 (3H. s). 3.75 (6H. s) and 3 59 (3H 

35 s). MS m/z 368 (M+H)+. ' 
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The 3-d.methylamino-2-methoxy-1-phenyl-2-propen-1-one was prepared 
.n a similar manner to the analogous starting material of Example 61 from 
2-rnethoxyacetophenone (4.51g. 30.0mmol) to give the desired product 
(5.30g) as an orange oil. MS m/z 206 (M+H)+ 

5 

EXAMPLF lac; 

4.PhgnYl-g-thiomethvl-N-f ^ A '^•tniDethgja.mi^^ 

from 3,4.5-tnmethoxyphenylguanidine nitrate (l.43g 5 Ommol) 3 

in '7^;^^;'"^^^^^^ (1. 11g. S.Ommol) 

10 and NaOH (220mg. 5.5mmol) to give the title.comEmmd (79.8mg) as ligh 
yellow crystals m.p. 1430. 5H (CDCI3) 8.52 (1H, s), 7.88-7.85 (2H m) 
7.49 (3H. m). 7.16 (1H. br s). 7.02 (2H. s). 3.86 (6H. s). 3.82 (3H s) and 
2.26 (3H. s). MS m/z 384 (M+H)^ ^ 

The 3-dimethylamino-1-phenyl-2-thiomethyl-2-propen-l-one was prepared 
15 .n a similar manner to the analogous starting material of Example 61 from 
2-th.ornethylacetophenone (4.28g. 25.7mmol) to give the desired product 
(3.41g) as an orange oil. 6H (CDCI3) 7.49-7.47 (2H. m) 7 46 (1H s) 
7.41-7.34 (3H.S). 3.27 (6H,s) and 2.12 (3H.S) MS m/z 222 (Mh-H)^ * " 

20 EXAMPLE lafi 

.5-Nltro.4-phenvl.N.(3 4 S.trimPthoxvnh.nY.yo-py.^^i^i^^ 

from 3.4.5-trimethoxyphenylguanidine nitrate (1.l4g 4 Ommol) 3 
dimethylam.no-2-nitro-1-phenyl-2-propen-1-one (0.88g.' 4.0mmol) and 
NaOH (176mg. 4.4mmol) to give the titiecomeound (1.33g) as an orange 
25 powder m.p. 188-1890. 6H (d6 DMSO) 10.60 (1H. br s). 9 16 (1H s) 761 
(2H. m). 7.56-7.46 (3H. m). 7.25 (2H. br s). 3.74 (6H. s) and 3.63 (3H s) 
MS m/z 383 (M+H)+ ' 



30 



The 3-d.methylamino-2-nitro-1-phenyl-2-propen-1-one was prepared in a 
similar manner to the analogous starting material of Example 61 from 
benzoylnitromethane (4.12g. 25.0mmol) to give the desired product 
{1.27g) as yellow crystals m.p. 103-105°. MS m/z 243 [(M+Na)^ 70°/ 1 
221 [(M+H)+ 100%]. ^ ' 
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EXAMPLE 1.17 

5-EthoxYcarhonvl-4-phenvt■N.f34S■tri moth oxvDh^nv^^■9■p Yrln,i^.„._ 
amine 



from 3.4.5-trimethoxyphenylguanidine nitrate (2.86g, lOOmmol) 3 

dimethylamino-2-ethoxycarbonyl-1.phenyl-2-propen-l-one (2 47q 
lOOmmol) and NaOH (440mg. ll.Ommol) to give the titiecomfiou^ 
(3.10g) as straw coloured crystals m.p. 160-161O. 5H (d© DMSO) 10 12 
(1H. br s). 8.87 (1H, s). 7.59 (2H. m), 7.50-7.45 (3H. m). 7.28 (2H s) 4 li 
(2H. q. d 7.1 Hz). 3.74 (6H, s). 3.61 (3H, s) and 1.06 (3H, t, J 7 IHz) " 

The 3-dimethylamino-2-ethoxycarbony|.i.phenyl-2-propen-l-one was 
prepared in a similar manner to the analogous starting material of 
Example 61. from ethylbenzoylacetate (5.77g. 30.0mmol) to give the 
desired product (6.01 g) as a yellow solid m.p. 64-65o. MS m/z 248 
(M+H)+. 

EXAMPLE laft 

5.Amlno.4.phenvl.N.f3 4 S.trimethoxy phnnY.vo-pvrimidm..»,;». 

In a manner analogous to the preparation of the compound of Example 38 
from the compound of Example 136 (SOOmg. 1.32mmol) to give the title 
comEound (260mg) as a yellow solid m.p. 149-150°. 5H (CDCI3) 8"o9 
(IH. s). 7.87-7.84 (2H. m). 7.51-7.47 (3H. m). 7.00 (2H. s). 6.87 (IH br s) 
3.86 (6H. s). 3.81 {3H. s) and 3.52 (2H, br s). MS m/z 353 (M-hH)-. ' ' 

EXAMPLE iaQ 

^-Phenvlsulphanyl-N.(3.4.5-trimethoxvp henvn-2.nvrimiHino.»^ 
In a manner analogous to the preparation of the compound of Example 89 
from 2-chloro-4-phenyl-sulphanylpyrimidine (1.41g. 6.35mmol) and 3 4 5* 
trimethoxyphenylaniline (1.16g. 6.35mmol) ,0 give the tit!e_comefiund 
(1.43g) as an off-white solid m.p. 110°. 6H (CDCI3) 8.04 (1H d J5 4Hz) 

30 7.59 (2H.m). 7.47 (3H. m). 7.22 (IH. br s). 6.88 (2H. s). 6.i8'("lH d J 
5.4Hz). 3.83 (6H. s) and 3.81 (3H. s). MS m/z 370 (M+H)- ' ' ~ 

The 2-chloro-4-phenylsulphanylpyrimidine was prepared by treating a 
solution of thiophenol (4.7ml. 45.4mmol) in THF (30ml) at Qo with a 1 OM 
solution of sodium bis(trimethylsilyl)amide in THF (45.4ml) and the mixture 

35 stirred for 0.5h. After a thick white precipitate had formed 2 4- 
dichloropyrimidine (6.83g. 45.4mmol) and DMA (70ml) were added and 
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the mixture heated at 120° for 2h. The reaction was then concentrated 
under reduced pressure and the residue partitioned between wat er and 
ethyl acetate. The aqueous layer was further extracted with ethyl acetate 
and the combined organic layers were dried (MgS04) and evaporated 
5 The residue was subjected to column chromatography (silica 20% ethyl 
acetate-hexane) to give the desired product (2.66g) as a white solid 5H 
8.17 (1H. d. i 5.5Hz). 7.59 (2H, m). 7.53 (3H. m) and 6.62 (1H d J 
5.5H2). MS m/z 223 (M+H)+. ' ' ~ 

10 EXAMPLE 140 

N-(4-r2.f3.4.5-TrimethoxvDhenYlami no^Dvrimir<in.^.vn.2.aminn- 
acetamide 

A solution of N-(4-(2-(3.4.5-trimethoxyphenylamino)pyrimidin-4-yl)phenyl)- 
2-N-(9-fluorenylmethoxycarbonyl)aminoacetamide (210mg 0 33mmol) 

15 and piperidine (0.5ml, 5mmol) in DMF (2.5ml) was stirred at room 
temperature for 0.5h. The sovlent was evaporated and the residue 
triturated with hot ethyl acetate to give the title comnnnnH (25mg) as an 
off-white solid m.p. 213°. 6H (d6 DMSO) 9.47 (1H. s) 8 49 (1H d J 
5.4Hz). 8.1 1 (2H. d. d 8.3Hz). 7.75 (2H. d. J 8.2Hz). 7.29 (3H.m). 3.80 (6H 

20 s)and3.61 (3H,s). MSm/z410(M+H)*. 

The starting material for the above process was obtained by treating a 
solution of the compound of Example 39 (250mg. 0.71 mmol) in CH2CI2 
(10ml) with N-FMOCgiycyl chloride (337mg. 1.07mmol) and 5% aqueous 
Na2C03 solution (8ml). After the mixture had been stirred for 1h at room 

25 temperature, the aqueous phase was discarded and the organic layer 
dried (MgS04) and evaporated. The residue was subjected to column 
chromatography [silica 10% methanol-CH2Cl2] to give the desired product 
(235mg) as an off-white solid, m.p. I02o (decomp.). 6H (d6 DMSO) 
10.23 (1H. s). 9.48 (1H, s), 8.48 (1H, d. J 5.1Hz). 8.15 (2H d J 8 3Hz) 

30 7.88 (2H. d. J 7.3H2). 7.73 (4H. m). 7.64 (1 H. m). 7.43-7.30 (7H m) 4 34- 
4.20 (3H. m). 3.79 (8H. m) and 3.62 (3H. s). 

EXAMPLE 141 

6-MethYM-phenoxY-N-(3 , 4,5-trimethf>xvphPnv l )D vrimiriina.o..»,;.. 

35 4-Chloro-6-methyl-N-(3.4.5-trimethoxyphenyl)pyrimidine-2-amine (0 30g 
0.97mmol) was added to a solution of sodium phenoxide (0.97mmol) 
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[prepared from phenol (0.091 g. 0.97mmol) and NaH (60% in mineral oil- 
0.039g. 0.97mmol)]. and heated to 80o for 17h with stirring. Water was' 
added and the mixture was extracted with CH2CH2 (2x30ml). the organic 
phases were dried (MgS04) and evaporated to a yellow oil. The residue 
was subjected to chromatography (silica. 2% methanol/CHsCHs ) to give 
the title compound (0.046g). A portion was recrystallised from methanol to 
give an off white crystalline solid m.p. 1750. Sh (CDCI3) 2 38 (3H s) 
3.64 (6H. s). 3.77 (3H. s). 6.19 (1H. s). 6.78 (2H. s). 6.95 (1H. s), 7 15 (2h' 
d. d 7.5Hz), 7.23 (1 H. m) and 7.39 (2H. t, J 7.5H2). 

The amine starting material for this reaction was prepared from the 
following: 

4.Chtoro-6-methYl-N-f3.4.5-trtmPtho)cvp h^nYi ) pYri^idinp.p..n.i». fK. 

6-Methyl-2-(3.4,5-trimethoxyphenylamino)-4(3H)pyrimidinone (1 Og 
3.63mmol) was dissolved in phosphoryl chloride and heated to 100° for 2 
h. The mixture was cooled to room temperature and evaporated in vacuo 
to a viscous oil. The oil was dissolved in CH2CH2 (50ml) and washed 
twice with saturated aqueous NaHCOa. the organic phases dried (MgS04) 
and concentrated in_vaciJO. The residue was subjected to column 
chromatography (silica. 2% methanol/CH2CH2) to afford the title 
^°"^P°""^ °« ^hite solid (1.03g). A small amoum was 

recrystallised from ethyl acetate to give fine off-white needles mp 195- 
1960. 5h (CDCI3) 2.40 (3H. s). 3.82 (3H. s). 3.88 (6H. s). 6.64 (IH s) 
6.95 (2H. s), and 7.07 (1H. brs). 

The pyrimidinone starting material for this reaction was prepared as 
follows: 

6-Methyl-2-(3.4.5-trimethoxvDhenvlanninn) .4.r3H^ pyrim;w;»^n^ 
To a solution of sodium methoxide (0.96g, 1.79mmol) in methanol was 
added ethyl-3-oxo-butanoate (0.23g. 1.79mmol) and 3.4.5-trimethoxy- 
phenylguanidinium nitrate (0.5g. 1.79mmol). The mixture was stirred at 
reflux for 17h. The reaction mixture was cooled to room temperature and 
evaporated invacyo to give a dark grey solid. Recrystallisation from 
ethanol gave the title compound (0.25g, 49%) as a light grey solid m d 
228-230° (dec). 5h (dSDMSO) 2.12 (3H. s). 3.61 (3H. s), 3.74 (6H s) 
5.69 (IH, s), 7.02 (2H, s), 8.70 (IH. brs) and 10.47 (IH. brs). 
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BIOLOGICAL ACTIVITY 

The following assays were used to demonstrate the activity and selectivity 
of compounds according to the invention: 

pSSls fe kinase assay 

The tyrosine kinase activity of pSB'ck was determined using a RR-src 
peptide (RRLIEDNEYTARG) and [y-33p]ATP as substrates. Quantitation 
of the 33p.phosphorylated peptide formed by the action of p56'ck was 
achieved using an adaption of the method of Geissler e^/ (j. Biol Chem 
(1990) 2g5. 22255-22261). 

All assays were performed in 20mM HEPES pH 7.5 containing lOmM 
MgCl2. lOmM MnCl2. 0.05% Bri], l^M ATP (0.5^Ci{Y-33p]ATP) and 
0.8mg/ml RR-src. Inhibitors in dimethylsulphoxide (DMSO) were added 
such that the final concentration of DMSO did not exceed 1%, and enzyme 
(human p56'ck) such that the consumption of ATP was less than 10% 
After incubation at 30oC for 15min. the reaction was terminated by the 
addition of one-third volume of stop reagent (0.25mM EDTA and 33mM 
ATP in dH20). A 15^1 aliquot was removed, spotted onto a P-30 filtermat 
(Wallac. Milton Keynes. UK), and washed sequentially wrth 1% acetic acid 
and dH20 to remove ATP. The bound 33p.RR.src was quantitated by 
scintillation counting of the filtermat in a Betaplate scintillation counter 
(Wallac. Milton Keynes, UK) after addition of Meltilex scintillant (Wallac. 
Milton Keynes, UK). The dpm obtained, being directly proportional to the 
amount of 33p.RR.src produced by p56'ck were used to determine the 
IC50 for each compound. 

pSgfy p kinase assay 

Compounds of the invention were assayed for p59fyn inhibitory activity in a 
similar manner to the p56'ck assay, using human p59fyn. 

EGFr kinase assay 

The tyrosine kinase activity of the EGF receptor (EGFr) was determined 
using a similar methodology to the pse'ck kinase assay, except that the 
RR-src peptide was replaced by a peptide substrate for EGFr obtained 
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from Amersham International pic (Little Chalfont, UK) and used at the 
manufacturers recommended concentration. IC50 values for each test 
inhibitor were determined as described previously in the p56'ck assay. 

5 ZAP-70 kinase assay 

The tyrosine kinase activity of ZAP-70 was determined using a capture 
assay based on that employed above for p56'ck. The RR-src peptide was 
replaced with polyGlu-Tyr (Sigma; Poole, UK) at a final concentration of 17 
^g/ml. After addition of the stopped reaction to the filtermat. trichloroacetic 
10 acid 10% (w/v) was employed as the wash reagent instead of acetic acid 
and a final wash in absolute ethanol was also performed before 
scintillation counting. IC50 values for each test inhibitor were determined 
as described above in the p56'ck assay. 

15 Csk kinase assay 

Compounds of the invention were assayed for csk kinase inhibitory activity 
in a similar manner to the ZAP-70 assay using human csk kinase. 

Protein kinase C assay 

20 Inhibitor activity against protein kinase C (PKC) was determined using 
PKC obtained from Sigma Chemical Company (Poole. UK) and a 
commercially available assay system (Amersham International pic. Little 
Chalfont, UK). Briefly, PKC catalyses the transfer of the y-phosphate 
(32p) of ATP to the threonine group on a peptide specific for PKC. 

25 Phosphorylated peptide is bound to phosphocellulose paper, subsequently 
quantified by scintillation counting and IC50 values detennined as before. 



In the above assays, compounds according to the invention, including the 
compounds of the Examples inhibit the protein kinase p56'ck, psgtyn ZAP- 

30 70 or protein kinase C at concentrations at which they have little or no 
effect on the remaining kinases, including EGFr kinase and Csk kinase. 
Thus, for example the compounds of Example 96 and 103 have IC50 
values in the p56'ck assay of 215nM and 40nM respectively. The 
compounds are also active against p59<yn but have IC50 values at least 

35 10x greater against the remaining kinases described above. In another 
example the compounds of Example 64 and 66 have IC50 values in the 
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ZAP-70 assay of 124nM and 68nM respectively. The compounds are also 
active in the protein kinase C assay, but have IC50 values at least lOx 
greater against the remaining kinases. In a further example, the 
compounds of Examples 48 and 81 have IC50 values in the protein kinase 
5 C assay of 22nM and 92nM respectively, but have IC50 values at least 1 0x 
greater against the remaining kinases. 
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CLAIMS 

1 . A compound of formula (1 ): 




X— 

wherein Ri Is a hydrogen or halogen atom or an optionally 
substituted straight or branched chain alkyl. alkenyl or alkynyl group 
or a group selected from hydroxyl (-0H). substituted hydroxyl thiol 

10 (-SH), substituted thiol, amino (-NHg). or substituted amino; 

R2 and R3, which may be the same or different, is each an optionally 
substituted straight or branched chain alkyl. alkenyl or alkynyl group; 

is a hydrogen atom or a straight or branched chain alkyl group; 
R5 is a hydrogen atom or an optionally substituted straight or 

15 branched chain alkyl, alkenyl or alkynyl group; 

R6 is a hydrogen or halogen atom or an amino (-NH2). substituted 
amino, nitro, carboxyl (-CO2H) or esterified carboxyl group or a group 
.Xi-R6a where X1 is a direct bond or a linker atom or group and R6a 
is an optionally substituted straight or branched chain alkyl. alkenyl or 

20 alkynyl group; 

X is a direct bond or a linker atom or group; 

R7 is an optionally substituted aliphatic, cycloaliphatic 
heteroaliphatic. heterocycloaliphatic, aromatic or heteroaromatic 
group; 

25 and the salts, solvates, hydrates and N-oxides thereof. 

2. A compound according to Claim 1 wherein R^ is a hydrogen atom. 
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3. A compound according to Claim 1 or Claim 2 wherein R5 and R6 is 
each a hydrogen atom. 

4. A compound according to any one of Claims 1 to 3 wherein Ri is an 
5 optionally substituted methoxy group and R2 and R3 is each an 

optionally substituted methyl or ethyl group. 

5. A compound according to Claim 4 wherein Ri is a methoxy group 
and R2 and R3 is each a methyl group. 

6. A compound according to any one of the proceding Claims wherein X 
IS a direct bond, a sulphur atom or a -NH- group. 

7. A compound according to any one of Claims 1 to 6 wherein R7 is an 
1 5 optionally substituted aromatic or heteroaromatic group. 

8. A compound according to Claim 7 wherein R7 is an optionally 
substituted phenyl. 2-pyridyl. 3-pyridyl or 4-pyridyl group. 

20 9. A compound which is 

N,N'-Bis(3.4.5-Trimethoxyphenyl)-2.4-pyrimidinediamine: 
4-(2-(2-Dimethylaminoethylamino)pyridin-5-yl)-N-(3.4.5- ' 
trimethoxyphenyl)-2-pyrimidineamine; 

4-(2-(4-Hydroxybutylamino)pyridin.5-yl)-N-(3.4.5-trimethoxyphenyl).2. 
pynmidineamine; 

4-(3-(3-Aminopropoxy)phenyl).N-(3,4.5-trimethoxyphenyl).2- 
pyrimidineamine; 

N4-(3,4-Dimethoxyphenyl)-N2-(3.4.5-trimethoxyphenyl)-2,4- 
pyrimidinediamine; 

30 4-(4-(2-Hydroxyethoxy)phenyl)-N-(3.4.5-trimethoxyphenyl)-2- 
pyrimidineamine; 

4-(2-(3-(Morpholino)propylamino)pyridin-5-yl)-N-(3,4.5-trimethoxy- 
phenyl)-2-pyrimidineamine; 

4-(2-(2-(1 -Methylpyrrolidin-2-yl)ethylamino)pyridin-5-y|)-N-(3 4 5- 
35 trimethoxyphenyl)-2-pyrimidineamine; 
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5 



10 



15 



25 



N4-(4-(Ethoxycarbonylmethyl)phenyl)-N2-(3,4,5-trimethoxyphenyl)- 
2,4-pyrimidinediamine; 

N4-(4-Hydroxyphenyl)-N2-(3.4.5-trimethoxyphenyl)-2,4-pyrimidine- 
diamine and 

N4-(4-{3-Aminopropoxy)phenyl).N2-(3.4.5-trimethoxyphenyl)-2,4- 
pyrimidinediamine; 

and the salts, solvates, hydrates and N-oxides thereof. 
1 0. A pharmaceutical composition comprising a compound of formula 1 : 




X— 

(1) 



wherein Ri is a hydrogen or halogen atom or an optionally 
substituted straight or branched chain alkyi, alkenyl or alkynyl group 
or a group selected from hydroxyl (-0H). substituted hydroxyl. thiol 
(-SH), substituted thiol, amino (-NH2), or substituted amino; 
R2 and R3. which may be the same or different, is each an optionally 
substituted straight or branched chain alkyI, alkenyl or alkynyl group; 
R4 is a hydrogen atom or a straight or branched chain alkyI group; 
20 R5 is a hydrogen atom or an optionally substituted straight or 

branched chain alkyI, alkenyl or alkynyl group; 
R6 Is a hydrogen or halogen atom or an amino (-NH2), substituted 
amino, nitro, carboxyl (-CO2H) or esterified carboxyl group or a group 
-Xi-R6a where Xi is a direct bond or a linker atom or group and R6a 
is an optionally substituted straight or branched chain alkyl. alkenyl or 
alkynyl group; 

X is a direct bond or a linker atom or group; 
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is an optionally substituted aliphatic, cycloaliphatic 
heteroaliphatic. heterocycloaliphatic. aromatic or heteroaromatic 
group; 

and the salts, solvates, hydrates and N-oxides thereof; 

together with one or more pharmaceutically acceptable carriers 

excipients or diluents. 
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